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THE uteri second only the breast the 
most common site cancer women. Deaths 
ascribed cancer the cervix Canada the 
years 1956-1958 averaged 642 per apply- 
ing the Connecticut Tumor Registry age-specific 
rates for 1947-1951 the estimated Canadian 
female population for 1958, one arrives esti- 
mate 1943 new cases cervical cancer per year, 
23.1 new cases per 100,000 Nation- 
ally, the trend the age-adjusted mortality rate 
over 27-year period shows slight but significant 

conceivable that, with public response 
sound education and diligent professional co- 
operation the cytological program for detection 
the precancerous and non-invasive stage, uterine 
cancer, lethal disease, may fade into the back- 
gound, even typhoid, diphtheria pneumonia 
have done; and that voluminous data all its 
ramifications will mainly historical interest. 
This, indeed, should the aim and hope. Mean- 
while, knowledge the natural history this 
disease, how affected treatment, its clinical 
manifestations, its pathology, varying degrees 
neoplastic virulence, the matter host resistance 
and etiological features, are but few the many 
aspects with which the student cancer the 
cervix must acquaint himself today. 

The task sifting, shuffling, rearranging and 


some twenty superb analytical pres- 


entations optimistic yet serious-minded authors, 
has left feeling injustice towards the many 
contributors, but this embarrassment somewhat 
offset the realization that several the manu- 
scripts will broadened and published for 


*This report based Clinical Conference held the 
Ontario Cancer Foundation’s London Clinic, October 30, 1959, 
Dr. Ivan Smith, Chairman. The official report the pro- 
ceedings, including statistical review, may obtained 
from the Ontario Cancer Treatment and Research Founda- 
tion, Bloor Street East, Toronto. 

The Ontario Cancer Foundation, London Clinic, 
Victoria Hospital 


London, Ontario. 
tDivision Medical Statistics, The Ontario Department 
Health, Toronto, Ontario. 
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specialty groups. will evident, quotations 
from the contributing authors have been taken 
freely. 


ETIOLOGICAL FACTORS 


pathological aspects, presented résumé the 
possible etiological role smegma: “It has been 
shown that smegma carcino- 
The particular component combination 
agents responsible for this effect remains obscure. 
Pratt-Thomas, Heins have produced carci- 
noma the cervix mice means whole 
raw human smegma either injected biweekly 
single injection, followed ligation, into the 
vagina continued for months more. 

“It more than passing interest that chance 
Saphir and Leventhal® produced epithelial changes 
the cervix showing all the characteristics pre- 
invasive cells, applying podophyllin 
the surface epithelium women soon undergo 
hysterectomy. These observations raise. the possi- 
bility that different irritants and accessory agents 
may well play part the production epithelial 
dysplasia and possibly exert etiological role 
carcinoma the cervix. 


“Following Saphir’s interesting observation, 
Kaminetzky, McGrew and Phillips® applied podo- 
phyllin the cervices mice and obtained 
cellular abnormalities determined vaginal 
smears resembling those seen human spontaneous 
cervical dysplasia and invasive carcinoma. None 
these lesions persisted after painting was discon- 
tinued and neoplastic invasion was observed.” 

Professor outlined the relation- 
ship age marriage, age and parity: “There 
has recently been much speculation whether 
age first intercourse has definite effect the 
etiology and prognosis this 
attempt was made discover the age marriage. 
This information was obtained cases. The 
average age marriage was years. The mean 
age marriage Canada 1957 was 24.2 years 
and the median was 21.8 years. The average age 
diagnosis was 31.3 years. The average parity 
was 5.5. This contrasts with 3.6 the general 
group. fact, these patients lived the 
statement Gower-Jones al. ‘Rapid maturation 


q 
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sexually and haste begin early and early 
terminate the reproductive phase biological 
destiny—marriage, intercourse, first and last preg- 
nancies, separation and divorce—all these events 
occur significantly earlier the life the woman 
destined develop cancer the cervix.’ These 
many factors, however, not seem have any 
effect ultimate survival. They do, however, 
provide the physician with index for suspicion.” 

“R. states, ‘It early and frequent 
intercourse that increases the incidence cancer 
the cervix, and the gravidity the patient. 
concluded that pregnancy has magic power 
mimic pre-invasive carcinoma the cervix and 
that the diagnosis such lesions valid during 
pregnancy. 


THE AND COLPOMICROSCOPE 


Professor Edwin Robertson commented 
“The modern development the colpo- 
scope and the colpomicroscope reflects intense 
desire study the cervix vivo and see, the 
living subject, cancer the cervix its earliest 
phases and photograph it. The exo-cervix 
one part the body which cancer relatively 
common and which fairly easily accessible 
this kind observation. also organ which 
suitable for and subject parallel diagnostic 
procedures which, like colposcopy and colpomicro- 
scopy, may repeated over and over again. 
not proposed that colposcopy and colpomicro- 
scopy should could take the place histological 
diagnosis but rather that accompanying biopsy 
should reveal the true form the deep cellular 
morphology represented the surface topo- 
graphy and cells seen through the colposcope and 
colpomicroscope, what seen also photo- 
graphed, one can say, broad sense, that the 
record similar that the geologist the 
archeologist who studies and photographs the sur- 
face the land order learn certain underly- 
ing structures.” 

“In time, the apparently unlimited deviations and 
transformations the surface tissues the exo- 
cervix may fall into completely recognizable pat- 
terns—as they are beginning now—upon 
which may based not only the diagnostic criteria 
cancer but also, perhaps, the cellular and struc- 


tural atypism which may come labelled pre- 
cancer.” 


STATISTICAL BASED THE EXPERIENCE 
THE ONTARIO CANCER 1933-1952 


the years 1933 1958 nearly 5000 Ontario 
women died from cancer the cervix. Deaths 
from this cause contributed 6.5% all female 
cancer deaths and 1.0% all female deaths 
from any cause. Over the period the crude mor- 
tality rate for cervical cancer showed rise 
followed some indication levelling off: the 
initial increase may have been due simply 
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improvement medical certification the cause 
death, with better specification the part 
the uterus involved. 


Material.—In the years 1933 and including 
1952 there were 4994 patients with clinically in- 
vasive carcinoma the cervix who registered 
the eight Ontario regional cancer centres with 
view treatment. During the years 1938-1952, 
such patients comprised all new cancer 
cases registered. The case:death ratio over these 
years was 1.6:1, suggesting that the majority 
Ontario women with cervical cancer are reg- 
istered the Clinics. 


the 4994 patients, 4397, 88%, were 


having had treatment for the malig- 


nant lesion before registration the Clinic. Only 
these primary cases are discussed the present 
analysis. 


Microscopic confirmation (Table I).—Ninety-four 
per cent the primary cases were microscopically 
confirmed invasive carcinoma. far the most 
frequent diagnosis was squamous cell carcinoma, 
although adenocarcinoma considered review 
have originated the cervix was diagnosed 
the series. Adenocarcinoma seemed 
diagnosed somewhat later life than epidermoid 
carcinoma, affect women rather lower fertility 
and higher median age menopause, and 
have somewhat poorer prognosis, not accounted 
for the difference age. 


TABLE CASES 


Pathological diagnosis Number cent 
Epidermoid carcinoma.............. 3457 78.6 
216 4.9 
Carcinoma not otherwise 446 10.2 


Carcinoma the cervical stump.—Five per cent 
all primary cases were diagnosed carcinoma 
the stump: the proportion was similar the 
four successive five-year periods. The interval since 
subtotal hysterectomy ranged from less than 
year more than thirty years, the median interval 
being 11.3 years. With regard first symptom, 


delay before treatment, and stage distribution (for 


epidermoid carcinoma), lesions the stump did 
not differ greatly from those the cervix proper. 

Age distribution (Fig. 1).—For all primary cases 
the median age was years, and for adeno- 
carcinoma, years. The age-specific incidence 
cervical cancer Ontario not known: the age- 
specific death rates are highest ages and over. 

Stage the whole followed 
the 1950 modification the League Nations 
recommendation, approved the World Health 
Organization (Table II). 

Symptoms and delay before treatment.—Vaginal 
bleeding was the first symptom observed about 


Canad. 
Feb. 18, 1961. vol. 


NUMBER 
OF CASES 


NUMBER 
OF CASES 
1000 1000 


AGE DISTRIBUTION- 4397 PRIMARY CASES 


ADENOCARCINOMA 


STUMP 
CARCINOMA 
NOS. 


600 


Fig. 


62% the confirmed primary cases, vaginal dis- 
charge 20%, and pain 7%. Only patients, 
0.4%, the whole group were reported 
symptomless, with diagnosis made routine ex- 
amination. 


Over the period there seemed little change 
the delay before treatment. About 30% con- 
firmed primary cases were treated within three 
months the first symptom, 55% 
months, and 21% not for one year more. The 
proportion advanced lesions increased somewhat 
with increasing symptom-to-treatment delay 
about one year, but the trend appeared re- 
versed for lesions longer duration—probably the 
more slowly growing tumours. 


HEALTH ORGANIZATION, 1950 


Stage The carcinoma strictly confined the cervix. 

Stage The carcinoma extends beyond the cervix but has 
not reached the pelvic wall. involves 
the vagina but not the lower third. 

Stage The carcinoma has reached the pelvic wall. (On 
rectal examination “cancer-free” space found 
between the tumour and the pelvic wall.) The 
carcinoma involves the lower third the vagina. 

Stage The carcinoma involves the bladder rectum, 
both, has extended beyond the limits pre- 
viously described. 


Method treatment.—Seventy-six per cent 
the primary cases were treated radium and 
x-ray, x-ray alone, radium alone, 
and other combinations, while only 
underwent surgical operation either alone com- 
bined with irradiation. Two per cent the patients 
were untreated, usually because the extent 
the disease. Treatment radium alone was more 


frequent the earlier years the survey. Treat- 


ment surgical operation has been reported with 
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increasing frequency, but still 1948-1952 involved 
only 11% the whole group. 


Follow-up and treatment 97% 
the whole series 4994 patients the condition 
the fifth anniversary was known. For the remainder, 
death registrations Ontario and when 
also Quebec were searched without result: how- 
ever, for statistical purposes these patients are 
assumed have died. 


About deaths before and 42% deaths 
after the fifth anniversary were ascribed causes 
unconnected with cancer the cervix. Again, for 
statistical purposes distinction made between 
these and the cervical cancer deaths. 


For the 4397 primary cases the crude survival 
rate five years after beginning treatment the 
Clinic was 40.8%, and the adjusted survival rate 
(allowing for expected mortality 
causes) was 43.9%. The year-by-year survival for 
the 4119 confirmed primary cases shown 
stage 


SURVIVAL RATES STAGE 
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The crude survival rates five years were: 
Stage (1029 67.5%; Stage cases), 
44.4%; Stage (1106 cases), 22.1%; Stage 
4.4%; and unstaged (36 27.8% 
(Table There was consistent relationship 
between duration symptoms and survival. 


CONFIRMED 


Survival rates 


1029 25.0 67.5 71.7 
1106 26.8 22.1 23.9 
252 6.1 4.4 4.8 
0.9 27.8 30.8 
4119 100.0 41.6 44.7 
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When allowance was made for deaths 
expected from other causes, the survival rates were 
high for the older-age groups and lowest for the 
small group under years age (Fig. 3). Among 
patients noted the follow-up cards having 
some association with pregnancy, the five-year sur- 
vival rate (43.6% was not lower than the expected 
rate for group patients these ages who 
were not pregnant. 


PER CENT PER CENT 


vivVORS SURVIVORS 


FIVE-YEAR SURVIVAL RATES AGE GROUP 
CONFIRMED PRIMARY CASES 
60 480 


il CRUDE FIVE-YEAR SURVIVAL RATE 


[| ADJUSTED FIVE-YEAR SURVIVAL RATE 


2024 25°34 35-44 44554 55-64 65°74 75-84 65° 
AGE 


Fig. 


The stage distribution cases treated the 
various methods differed widely: for instance, 
Stage cases constituted 80% those treated 
surgical operation alone, but only those 
treated x-ray alone untreated. The results 
treatment thus indicate the effects case 
selection rather than the efficacy the method. 
Stage radium alone; radium with x-ray, surgery 
alone, and surgery with irradiation all gave good 
results. Stages and III radium with x-ray 
appeared the treatment choice well 
the treatment usually chosen. 


The five-year survival rates showed improvement 
successive periods registration, the crude rates 
having risen from 33.3% 1933-1937 45.6% 
1948-1952. Part the increase may attributed 
more favourable stage distribution the cases, 
and part other factors, including better treat- 
ment (Table IV). 


For all confirmed primary cases the median dur- 
ation life after beginning treatment was: Stage 
85.8 months; Stage II, 47.1 months; Stage III, 
15.2 months; and Stage IV, 6.0 months. contrast, 
the median duration for untreated cases 
Stage III registration was 6.5 months (0-22 
months), and for cases Stage was 2.4 
months (0-13 patients who received 
treatment anywhere only two survived for five 
years: one was not pathologically verified, and the 
other died carcinoma the sixth year. 
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REGISTRATION, CONFIRMED CASES 


Survival rate 


Period Number 
414 33.3 35.5 
922 36.9 39.4 
4119 41.6 44.7 


For 1336 confirmed primary cases with fifteen- 
year follow-up, the crude survival rate ten years 
was 26.8% with 3.0% and fifteen 
years 17.5% with 8.8% this group 
nearly 10% the 892 deaths ascribed cervical 
carcinoma took place between the fifth and 
teenth anniversaries: cancer the cervix the 
five-year survival rate not synonymous with the 
“cure rate”. 


Facrors AFFECTING THE PROGNOSIS CANCER 
THE CERVIX PREGNANCY, DURING THE PERIOD 
1953 INCLUSIVE 


Professor Robert using statistical 
data from the survey, analyzed the largest single 
group carcinoma the cervix associated with 
pregnancy yet reported. Excerpts from his thesis 
published full are most significant and 
final plea made for routine Papanicolaou smears 
all pregnant patients: 

“Through the courtesy the Ontario Cancer 
Foundation 105 cases cancer the cervix 
diagnosed during pregnancy within the first six 
months postpartum have been analyzed The 
period time covered was from 1933-1953 in- 
clusive, although many cases analyzed were diag- 
nosed after 1953. order present only those 
cases with follow-up period five years more, 
cases were excluded, leaving final total 
cases.” 


Effect Pregnancy Prognosis 


comparison the pregnant cases with 402 
cases the comparable age group years 
under shows almost identical five-year survival 
rate 44% compared with 45% (Table V). 
This must compared with survival rate 
41.67% the entire group, reported Sellers 
and MacKay.‘ The conclusion reached that there 
overall worsening the prognosis when this 
lesion complicated pregnancy.” 


Pregnant Non-pregnant under 
64% 147 100 68% 


Total 44% 402 178 45% 
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Effect Trimester Which the Lesion Was 
Diagnosed 


“The figures are too few make any definite 
statement. Certain trends must recognized. Out 
cases were diagnosed during labour, 
the postpartum period only cases were 
diagnosed the second third trimester. This 
accentuates the reluctance the physician in- 
spect, let alone palpate the cervix the case 
bleeding the second third trimester. This 
tragic delay diagnosis. This emphasized 
every paper this subject and only remains 
reiterate that any bleeding any time during 
pregnancy must dealt with inspection the 
cervix and cytological examination. Parenthetically 
should pointed out that two cases Cesarean 
section was carried out for placenta praevia and 
the real lesion was diagnosed the postpartum 
examination. 

“The second trend that there slightly 
higher survival rate those cases diagnosed before 
labour compared those diagnosed during labour 
early the postpartum period. That poor results 
occur the postpartum period supported very 
strongly Jones and and 
Maino and This was not sharply de- 
marcated this series although the trend 


obviously present, particularly the Stage and 
Stage lesion.” 


Effect Treatment (Table VI) 


“In general, this series irradiation was the main 
basis treatment. The ultimate result compares 
favourably with the generally quoted five-year sur- 
vival rate. every series there are freaks; the 
success inadequate surgery followed irradia- 
tion gives cause for concern. very difficult 
dogmatic the treatment this situation. The 
same controversy exists with the non-pregnant 
case. The presence fetus influences treatment 
specifically but there seem certain general 
ground rules which can laid down guide 
therapy. 


TABLE VI.—Errect TREATMENT: 


Five-year survival 


Stage Stage Stage Stage 
Adequate radiation... 13/19 9/19 1/10 23/47 
Surgery radiation.. 2/4 1/3 3/8 
Inadequate surgery 
radiation......... 3/5 0/1 5/8 


“The earlier the stage, the earlier during preg- 
nancy the disease diagnosed and the earlier 
treated, the better the result. From unfortunate 
experiences with certain Stage cases, suggest- 


that vaginal delivery with concomitdnt cervical 


trauma may produce rapid dissemination the 
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disease. The worst results were obtained cases 
diagnosed and treated just subsequent labour 
and the postpartum period. selected few, 
radical hysterectomy the unopened uterus gave 
good results. 


“From these conclusions course treatment 


can outlined. There dispute about the 
postpartum cases; these should treated the 
patient were not pregnant. 

“In early pregnancy, the late cases should 
treated x-ray cobalt-60 beam therapy pro- 
duce abortion, followed radium application 
make the cancerocidal dose. 

“In early cases, early pregnancy, the above 
management will apply equally satisfactorily but 
plea made for radical hysterectomy with lymph 
node dissection competent hands and removal 
the unopened uterus. 

“Late cases diagnosed during labour should 
treated Cesarean section followed adequate 
radiotherapy. Because involution, deep x-ray 
cobalt-60 beam therapy should started first. 

“Early cases diagnosed during labour will 
treated the same way; but again, good results 
may achieved competent and adequate 
surgical management following Cesarean section. 

“Diagnosis the second trimester imposes 
heavy responsibility. With the concurrence 
the pregnancy can carried order obtain 
fetus capable surviving, and 
trimester management can carried out. must 
remembered that the longer one temporizes, 
the worse the prognosis becomes.” 


RADIOTHERAPY 


During the period under survey, treatment 
radium and conventional x-ray was generally well 
accepted and established 
basis, only 3.2% the series being treated 
surgery alone conjunction with irradiation. 
With the advent improved equipment, greater 
expetience and more individualization treatment, 
and after the war years with specific assistance 
from the associated radiation physicists, treatment 
planning and dosage passed from the empirical 
that precision technique. Such technical im- 
provement tangibly reflected the improved 
five-year survival rates for successive five-year 
periods (Table IV). For instance, the five-year 
period 1933-1937 the crude five-year survival rate 
was 33.3% compared with the 1948-1952 period 
when was 45.6% for all stages. 

The primary treatment choice for cancer 
the cervix continues irradiation therapy. The 
therapists are cognizant the small percentage 
radioresistant cases and are hopeful that cyto- 
logical studies may eventually provide the basis 
for wider selection therapy, and more sound 
selection limited group for the Wertheim 
procedure. The use agents alter favourably 
the radiosensitivity the tumour already seems 
promising. 


| 
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Furthermore, controlled dosage, utilizing the 
rectal and bladder scintillometer probes, routine 
x-ray films pelvis for the appraisal position 
and timing radium and precision beam direction, 
complications experienced the early years have 
appreciably lessened, although they have 
means been avoided. Dr. has noted 
from one centre decrease postradiation injuries 
from incidence 5.5% the 1940-1954 period 
1.5% the period 1955-1957. Each the eight 
Ontario centres differs its techniques, but the 
principle two intravaginal applications radium 
seven ten days apart, along with three four 
weeks cobalt-60 irradiation, fairly standard. 
One centre invariably tries deliver the external 
irradiation prior the radium. Variations the 
Paris, Stockholm, and Manchester 
niques are used. Dosage points and varies 
little with the different centres, does the 
emphasis placed the significance dosage 
these points. 


The case problem discussed the Symposium 
radiotherapists and physicists was that “carci- 
noma cervix, Stage II, encroaching the left 
fornix with minimal invasion the left para- 
metrium”. detailed presentation the technical 
problems involved gave the representatives from 
different centres opportunity compare fully 
their methods management. was good sign 
that certain controversial points arose the dis- 
cussion; that serious attention was being given 
midpelvic dosage, well dosage certain 
cardinal points; and that careful attention was 
being paid bladder and rectal scintillometer 
readings. essence was obvious that each Clinic 
involved prolonged plan clinical research, 
striving not only for the best plan radiothera- 
peutic attack for each stage, but particular for 
each patient. was apparent that progress still 
made and will made the radiothera- 
peutic management cancer the cervix the 
continued collaboration the radiotherapist, phys- 
icist, gynecologist and urologist. 


PATIENTS WITH CARCINOMA THE CERVIX 


least three the Foundation’s Clinics, To- 
ronto (Dr. Shier), Ottawa (Dr. Kadziora), and 
London (Dr. Walters), are involved research 
projects aimed establishing the value cyto- 
logical changes aid management the 
malignant cervix. Dr. Crawford Shier, senior 
gynecological consultant the Princess Margaret 
Hospital Toronto, who for many years has been 
intensely interested this special study, presented 
instructive thesis which included some sig- 
nificant interim follow-up condensed 

“In 1947 described changes the 
vaginal smears during irradiation for carcinoma 
the cervix. The changes were increased cell size, 
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vacuolization cytoplasm, and bizarre nuclear 
changes. This Radiation Reaction was re- 
corded after observing 100 consecutive superficial 
cells. Graham claimed have 
observed differences patients’ prognostic 
value. More than 75% indicated good prog- 
nosis following radiotherapy, but less than 60% 
was considered poor sign. The five-year 
survival published was 59% for the 
good and only for the poor group. 
supported these claims preliminary 
report. 1954 published preliminary re- 
port the prognostic value RR. Graham’s claim 
for early therapy could not confirmed 


-by us, but significant results were obtained further 


along high-voltage therapy. previously re- 
ported our Clinic, the persistence 
malignant cells beyond the third week high- 
voltage therapy carried poor prognosis. 

“As further prognostic sign, Graham and 
1953 described their Sensitization 
Response seen basal-type cells before 
therapy. was recognized fine vacuolization, 
red granules and violet staining the cytoplasm 
the basal vaginal cell. Ten per cent was 
considered good and gave five-year survival 
66%, but less than 10% was poor prognostic 
sign and gave only 18% five-year survival, fol- 
lowing radiotherapy. 

“We estimated that would require study 
series least 250 cases Stage and early 
Stage disease followed for five years, order 
reach final conclusion. Such report has yet 
completed. The present report confined 
the cytology and five-year survival our selected 
cases Stage carcinoma the cervix. 


HEALTH ORGANIZATION) 


Good Poor 
Total 
No. No. Survival No. Survival 
and 5-year survival 
and 5-year net 
survival (1959)......... 133 (82.5%) (56.7%) 
and death from pelvic 


Stage results for after the 
major portion radiotherapy are shown Table 
VII. The difference survival the ‘good’ and 
‘poor’ groups apparent but not significant, until 
one notes the net figures Section where any 
cases death without evidence malignant dis- 
ease the pelvis are excluded from both groups. 
Section inserted remind that pre- 
dicted less than one-half the deaths with per- 
sistent malignant pelvic disease this series. 

“Table VIII deals with observations concerning 
SR. Although there apparent difference 
the five-year survival the two groups SR, the 
statistical significance lacking. The 
also questioned the value Stage disease, 
with which would agree. 
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Good Poor 
Total 


No. No. Survival No. Survival 


and 5-year survival 


and 5-year net 
and death from pelvic 


“Table deals with our present experience with 
survival and persistently malignant smears beyond 
the twentieth day high voltage therapy. One 
notes that are rather reluctant make 
diagnosis the face many bizarre changes seen 
irradiated smears, but when are 
more often right than wrong.” 


AandW 


Persistent malignant cells and 5-year 


Persistent malignant cells and 5-year 


selected series patients treat- 
radiotherapy for Stage carcinoma the 
cervix presented with comparison cytological 
prognosis and The value the Radiation 
Response sign Graham recognized, 
bearing mind that our poor-response cases are 
few and would subjected radical operation 
after almost full radiotherapy. The value the 
Sensitization Response Graham and 
Graham equivocal Stage disease, which 
agreement with the Grahams’ findings. agree 
with Maloney that persistent malignant cytology 
beyond the third week high-voltage therapy 
carries poor prognosis.” 


ACCEPTABLE SURGICAL PRACTICE THE 
TREATMENT CARCINOMA THE CERVIX 


Dr. John McArthur, who along with Dr. 
Cosbie was associated with the late Dr. 
Richards developing the Gynecological Service 
the Toronto Clinic and presently senior gyne- 
cological consultant the Princess Margaret Hos- 
pital, was given the surgical assignment the 
symposium. traced the historical developments 
both the surgical and irradiation approach the 


treatment cervical cancer. The limited indica- 


tions for such procedures amputation the 
cervix, simple and radical vaginal hysterectomy, 
and abdominal panhysterectomy were outlined; but 
era when the indications for surgery have 
become nearly empirical personal fetish, Dr. 
McArthur’s attitude, quoted part, the Wer- 
theim and exenteration procedures, apt. and 

This revival radical surgery was, therefore, 
sparked failure radiotherapeutic methods 


progressively improve salvage rates especially 


Stages and II; failure arrest spread disease 
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pelvic nodes; failure resolve disease those 
cases clinically radioresistant (we were then with- 
out the scientific methods evaluation radio- 
sensitivity Starting the early Meigs 
Boston and his co-workers proceeded treat 
radical abdominal hysterectomy extended 
pelvic node resection, series 100 carefully 
selected cases Stage and early Stage 
Nations Classification), and eventually reported 
better than 55% five-year salvage. Great enthusiasm 
developed many centres for radical surgical 
treatment; widely favourable acceptance was 
accorded this regimen means improving 
salvage the early cases, particularly the favour- 
able surgical subjects. Now after nearly two 
decades enthusiasm waning, even amongst those 
who have been most fully committed broad 
complete surgical program. 


“Concurrently, Brunschwig, gynecologist-in-chief 
the Memorial Hospital, New York, arranged that 
for five-year period all gynecological cancer 
should managed surgically the procedure 
considered most suitable each stated case. From 
this complete program for the treatment carci- 
noma the cervix there evolved the large series 
pelvic exenterations and extended radical hyster- 
ectomies with which are familiar. Undoubtedly 
many centres the surgical kudos, sought dis- 
cussion the numbers Wertheim hysterectomies 
being performed, added considerable stimulus 
operators time. Those you who have 
completed number these extended procedures 
know full well this work far from glamorous. 
hard tedious labour, heavily charged with re- 
sponsibility, fraught with grief, lacking glory. 
Brunschwig gained many disciples, and surgical 
enthusiasm reached its height about 1950; now 
cautious retreat everywhere apparent. 


“Radical pelvic surgery presents many hazards. 
Most common are the injuries and fistulae 
ureter, bladder and bowel; injuries the great 
vessels within the pelvis, with consequent risk 
thrombophlebitis, are worry. 
Primary operative mortality, approximately 10% 
Bonney’s best 100 cases, has been reduced under 
modern preoperative and postoperative investiga- 
tion and care 1.3 3.0%. Morbidity has been 
sharply reduced. have fewer surgical invalids 
today, provided the rules are strictly observed. 


“Certain absolute prerequisites radical gyne- 
cological surgery must always pertain, the first 


opinion being completely adequate and honest 


gynecological, medical, laboratory and cytological 
evaluation the individual patient. Integrity and 
humanity clinical judgment absolute sine 
qua non for all personnel contemplating radical 
surgery. Humane philosophy towards the stricken 
patient and her family, without thought personal 
aggrandizement, essential. Personnel must 
totally competent and responsible, with broad and 
complete knowledge and awareness all possible 
methods attack, they radiological surgical 
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combination the two, fully cognizant 
results possible attainment, each carefully 
selected individual case. The radical pelvic surgeon 
must person wide training the broad 
field gynecological cancer, not just facile pelvic 
surgeon. That not enough. must have been 
thoroughly trained radiotherapeutic methods 
and their results before being permitted offer 
patient suitable for treatment radical 
surgery.” 

“Wertheim’s radical abdominal hysterectomy 
with extended pelvic node resection general 
agreement the procedure choice all cases 
Stages and IIA designated for surgical treatment, 
all the foregoing prerequisites having been ful- 
filled. That is, when honest agreement and not 
competition, all have decided upon surgical 
treatment. skilled hands, aware all the 
hazards, prepared for all eventualities, all modern 
clinical and surgical facilities available, this 
today comparatively safe procedure. Primary 
operative mortality has been reduced mini- 
mum, morbidity has been vastly lessened host 
antibiotics, and fistulae are few. 

“Wertheim’s extended hysterectomy often 
ideally suited the definitive treatment carci- 
noma the cervical stump, and carcinoma the 
cervix complicating pregnancy. 
ectomy pregnancy often comparatively easy 
procedure because planes dissection are clear; 
vascularity and injury large vessels are the major 
problems. Carcinoma the cervix complicated 
extensive pelvic inflammatory tuberculous dis- 
ease, large uterine adnexal masses rendering 
radiotherapy impossible inadvisable, recurrent 
and/or radioresistant lesions, constitute the cases 
wherein fistulae, bladder, ureter and bowel injuries 
occur. These were the cases first treated surgically 
our Clinic the Toronto General Hospital some 
ten years ago. 

“The Toronto Clinic, now the new Princess 
Margaret Hospital, was organized 1929 the 
late Dr. Gordon Richards, internationally 
edged remarkable radiotherapist. agreement 
between Dr. Richards and the Department 
Gynecology the Toronto General Hospital, all 
public cases carcinoma cervix were treated 
radiologically until after Dr. Richards’ death 
1947. About 1948, Dr. Cosbie, senior gyne- 
cologist attached the Clinic, commenced surgical 
treatment cases clinically radioresistant with re- 
current disease. Dr. Cosbie did not choose the easy 
path; these were the difficult cases, and within five 
years patients were treated extended Wer- 
theim hysterectomy, with few fistulae, and over- 
all success.” 


“Pelvic exenteration, total, anterior, posterior, 
which Brunschwig has written extensively and 
which probably the leading exponent 
America, carried out for advanced pelvic cancer 
all types, and technically possible when the 
tumour confined the pelvis and not fixed 
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the bony skeleton. Chisels may sometimes seen 
used exenterations, usually vain attempt 
remove malignancy from areas the bony pelvic 
girdle; most questionable was ever in- 
tended that any surgeon given permission 
thus conduct terminal mayhem the human 
body. Exenteration may relieve pain, discharge, 
incontinence (but only shifting the site 
incontinence) and can cure. Survival and salvage 
rates must, course, compared with those 
stated for untreated cases; Emge San Francisco 
stated few years ago that spontaneous five-year 
survival untreated institutional patients suffer- 
ing from advanced carcinoma the cervix would 


‘approximate 20%. Dr. Sellers’ charts today 


suggest that Ontario this may approximate 5%. 
Herein lies thought, very sobering thought, for 
those gleefully embarking upon exenteration. 
the scope radical surgery widens, does the 
danger increase the patient’s humane interests 
being sacrificed the altar technical prowess 
and vanity. Patients for whom exenteration ad- 
vised must fully informed all its implications. 
The heroic surgeon must beware striving too 
heroically keep her alive. There difference 
between life and wet, bare existence. Recently 
enthusiastic proponents exenteration now admit 
much narrower selection patients, and 
five-year salvage reduced 10-15%. Again these 
revised results must critically compared with 
the chances spontaneous survival.” 


“In the Toronto Clinic, since 1950, Wertheim 
operations have been performed, inclusive Dr. 
Cosbie’s cases between 1950 and 1954, the bulk 
this latter group being advanced radioresistant 
cases, technically very difficult. the patients, 
are alive and well five years, died their 
disease and are lost follow-up. From 1955 
until March 31, 1959, there are additional pa- 
tients, some with radioresistant and/or recurrent 
lesions, whom are alive three more 


“Since 1954, patients have been treated 
exenteration the public gynecological service 
the Toronto General Hospital; nine had anterior, 
three posterior, and one total operation. Four 
these patients are now alive, free disease four 
years, one being the total exenteration with which 
some help was obtained from the general surgical 
staff, the remaining three cases being anterior re- 
sections. this total group, seven patients survived 
one year less; two are lost follow-up and 
presumed dead. 

“In conclusion, the value surgical treat- 
ment carcinoma the cervix uteri, would 
appear that yet categorical statement can 
made whether irradiation modern surgery, 
separately combination, is, overall, the better 
treatment. This refers the carefully selected 
Stage IIA cases—by means every early lesion. 
Modern surgery highly effective method 
attack upon carcinoma the cervix, but must 
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confined institutions adequately equipped, with 
specially trained, highly skilled technical and 
surgical staff, fully and humanely devoted its 
accomplishments, thoughtless personal aggrand- 
izement, completely familiar with the best possible 
procedure each selected individual case, fully 
confident attainment the happiest possible re- 
sult for the stricken patient. From the Rubaiyat 
Omar Khayyam, verse might meaningly mis- 
quoted: 


‘The Hand strikes, and, having struck, 
Moves on; nor all thy Piety nor Skill 

Shall lure back cancel half stroke, 

Nor all thy Tears wash out Trace 


SUMMARY 


Deaths ascribed cancer the cervix Canada 
the years 1956-1958 averaged 642 per year, while 
anticipated new cases are estimated 1943 per year 
23.1 per 100,000 population. 

wise approach cytological screening and 
public response health education should result 
detection cancer the cervix the pre-invasive 
curable stage. 

The etiological role experimentally human smegma 
noted; the relationship between early marriage 
and parity. 

Some observations are presented from review 
the experience the eight Ontario Cancer Clinics with 
cases carcinoma the cervix registered the years 
1933-1952. 

The review included 4994 cases clinically in- 
vasive carcinoma the cervix, which 94% were 
miscroscopically confirmed and 97% followed 
least the fifth anniversary beginning treatment. 

Seventy-six per cent the 4397 primary cases were 
treated radium and x-ray, and 22% other methods, 
while were untreated. 

The crude five-year survival rate for all primary 
cases was 40.8%. For microscopically confirmed primary 
cases the five-year rates stage (W.H.O., 1950) were: 
Stage 67.5%; Stage 44.4%; Stage III, 22.1%; and 
Stage IV, 4.4%. The overall survival rate for confirmed 
primary cases rose from 33.3% 1933-1937 45.6% 
1948-1952. 

Factors affecting the prognosis cancer the cervix 
pregnancy during the period 1933 1953 are 
noted, and suggested plan treatment submitted. 
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The value cytology the management carci- 
noma the cervix recognized, the poor prog- 
nosis associated with persistent malignant cytology 
beyond the third week therapy. 


Improved results radiotherapy are postulated 


through precision dosage, supervoltage equipment and 


close professional collaboration which the radiation 
physicist the key member. 


Modern surgery has re-established itself the 
management limited group, occasionally the 
management the primary disease but particularly 
the patient with tumour locally recurrent within the 
cervix vaginal vault. 


orm: informally participated the Symposium, 
the Foundation’s clinic directors, radiother- 
apists, physicists and consultants. Especial thanks are ex- 
tended those accepting major assignments including 
Professors Fisher, Robert Kinch, and Edwin 
Robertson; Drs. John McArthur, Vera Peters, Craw- 
ford Shier, Kadziora; and the Medical Director 
the Ontario Cancer Foundation, Dr. Cosbie, whose 
constant enthusiastic support cancer clinic activities made 
the conference pleasure and success. 
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PAGES OUT THE PAST: FROM THE JOURNAL FIFTY YEARS AGO 


ORIGIN URINARY STONE 


The results set forth this paper are based, part, 
rough chemical analyses about one hundred thi 

forty per cent which have almost complete clinical 
and surgical histories. the causation stone con- 
sidered, will found that certain views have resulted 
from the consideration diet students the stone 
districts England, France, Russia, Holland, Iceland, 
and India. England, where uratic stone may 
predominate, has been attributed, would 


ously, the eating meats. India, the legumen-eater 
only has 


one; the rice-eater exempt. These stones, such 


seem, errone- 


have analyzed, are primarily urates, which later have 
become infiltrated with oxalates and triple phosphates. 
Roberts, consequently, considers excess potash with 
cause stone. the prevalence stone has been 
attributed the hard water supply. Egypt, the bilharzia 
haematobia from drinking water lodges the bladder 
epithelium, and, under certain conditions, forms the nucleus 
calculus, and France, where the stones are said 
mostly oxalates, diet rich sorrel reputed the 
cause.—G. Gordon, Canadian Medical Association Journal, 
141, February 1911. 
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RESPONSE BACTERIAL PYROGEN 
THE DIFFERENTIAL DIAGNOSIS 
CHRONIC URINARY TRACT 


PIGEON, SAINT-MARTIN, M.D., 
and GENEST, M.D., F.A.C.P., 
Montreal 


AND reported 1957 that leuko- 
cyte and non-squamous cell excretion the urine 
normal subjects, according their method 
estimation (reproducibility 10%), was 66,000 
cells (18,000 196,000) per hour, lowest figures 
being obtained resting individuals. They also 
showed that patients with known renal infection, 
but with abnormal urinary deposit, usually 
presented abnormally high cell excretion rates 
their urine. Subsequently Pears and Houghton? 
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SuBJECTS AND METHODS 


this study, patients, nine females and one 
male, from years age were selected 
(Table I). They all suffered from chronic urinary 
infection with the exception one patient (Case 
who had bilateral polycystic kidneys without 
any past present evidence superimposed in- 
fection. 

Chronic pyelonephritis was diagnosed whenever 
there was history past and/or recurrent urinary 
tract infection characterized pain the flank 
and side, frequency burning voiding, chills, 
fever, headache, prostration 


disturbances, with without persistence pyuria 


and bacteriuria and/or demonstration 
graphy kidney atrophy and/or abnormality 
the renal pelvis with distorted, blunted calyces. 
The criteria for diagnosis chronic cystitis were 
history recurrent urinary tract infection charac- 


TABLE 


Urine cell excretion rate/hour 


increase (+) 


Mean pre- Mean post- cell excretion 

Case Age Sex Diagnosis injection periods injection periods rate urine injection 

Pyelonephritis 31,100 539,850 +1636% Positive 

16,900 131,750 679% Positive 

Bilat. polycystic 83,250 96,750 16% Negative 

kidney disease 

Cystitis 566,000 402,700 29% Negative 


demonstrated that after the intravenous injection 
bacterial pyrogen, the excretion rate 
leukocytes and non-squamous epithelial cells 
was increased the urine patients whom 
the diagnosis chronic pyelonephritis had been 
established either histological clinical, 
roentgenological and other laboratory evidence. 
These results have been confirmed recently the 
experimental work Katz and who demon- 
strated the urine five pyelonephritic male 
dogs, 6.8-fold increase leukocytes and non- 
squamous epithelial cells after intravenous in- 
jection Lipexal. They were unable obtain 
increase cell excretion rate the urine normal 
dogs submitted this test. 


the study reported this paper the same 
technique was used evaluate the response 
Lipexal patients whose chronic urinary infection 
was regarded either pyelonephritis cystitis, 
attempt ascertain whether this test would 
any value distinguishing between these two 
entities. 


*From the Departments Clinical Research and Bacteri- 
ology, Hospital, Montreal. 

Research Fellow (1958-1960), National Research 
Council, Ottawa. Present address: Department Internal 
Medicine, Yale University School Medicine, New Haven 11, 


Conn. 
tLipexal (The Wander Company, Chicago). 


terized frequency, dysuria, occasional fever and 
pain voiding, with without persistence 
bacteriuria and pyuria, radiological evidence 
renal involvement, and/or endoscopic evidence 
inflammatory involvement the urinary bladder. 


this series, four patients (Cases were 
considered have pyelonephritis whereas the five 
others (Cases 10) were thought have cyst- 
itis only. None the patients had elevated 
blood urea. Arterial hypertension, found several 
days higher than 155/90 mm. the re- 
cumbent position, was present five patients 

The urinary cell excretion rate leukocytes and 
non-squamous cells response the parenteral 
formed according the method described 
Pears and clean-catch samples 
two patients (Cases and 10) and specimens 
obtained urethral catheterization the other 
necessary urologic endoscopic examination was 
performed. After three hourly periods urine 
collection, each patient received intravenous 
injection Lipexal (0.007 per kg. body 
weight), highly purified, protein-free, lipopoly- 
saccharide derived from Salmonella abortus equi. 


as 
| 
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The urine was then collected during the next two 


30-minute periods immediately after the parenteral 
administration the bacterial pyrogen. The cell 
counts were always performed within two hours 
from the time collection the urine specimen 
and the results were expressed the total number 
leukocytes and non-squamous cells excreted 
the urine per hour. analgesic antipyretic 
drugs were given during the whole procedure. 
The temperature was taken every half hour with 
rectal thermometer, and the patients were carefully 
appraised for the appearance symptoms and signs 
secondary the parenterally administered bacterial 
pyrogen. 

sulfosalicylic acid test was performed every 
urine sample rule out proteinuria, which was 
absent all patients before the procedure. 


addition, serologic responses consecutive 
the administration Lipexal were studied seven 
tube agglutination tests (Widal test) according 
the method Dreyer and Venereal Dis- 
ease Research Laboratory slide floccula- 
tion tests done according the method Harris, 
Rosenberg precipitin tests with 
antiserum C-reactive protein,’ erythrocyte sedi- 
mentation rates (Wintrobe) and white blood cell 
counts with their differential formulae were also 
and 9). All these tests were performed before 
the injection Lipexal, two hours and hours 
after injection and weekly intervals thereafter. 


RESULTS 


The four pyelonephritic patients (Cases 
had increase over their initial normal urine 
excretion rate leukocytes and non-squamous 
epithelial cells after the parenteral administration 
Lipexal. This increase, when expressed the 
average percentage the preinjection 
periods for these same patients, was equal 526% 
(192% contrast, the five patients 
(Cases 10) with cystitis showed 42% (29% 
69% average decrease the mean preinjection 
values leukocytes and non-squamous epithelial 
cells after the injection the bacterial pyrogen. 
The patient with bilateral polycystic kidneys 


5), but without any clinical laboratory 


evidence past present urinary tract infection, 
yielded normal control cell excretion rate and 
only 16% increase over mean preinjection values 
after injection the purified lipopolysaccharide. 
The results these cases (Cases 10) were all 
considered negative responses the urinary 
tract. Leukocyte clumps were found the urine 
two patients (Cases and and leukocyte 
casts the urine another (Case hour and 
half after the intravenous administration Lip- 


proteinuria appeared two hours after the injection 


but was absent the following day. 


~ 
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Positive serologic response somatic (O) anti- 
gen Salmonella paratyphi occurred between 
nine and days after the provocative test and 
disappeared about days later six patients 
(Cases and 10), while another patient 
(Case 6), who already presented positive sero- 
logic response both somatic (O) and flagellar 
(H) antigens Salmonella typhi and Salmonella 
paratyphi control tests, did not show any in- 
crease agglutination tendency during the follow- 
period. One these patients (Case also 
presented positive agglutination tests for the 
flagellar (H) antigen Salmonella typhi and para- 
typhi the control test. These did not change 
titre during the entire follow-up study. Simul- 
taneously with the development and disappearance 
positive agglutination tests the somatic (O) 
antigen Salmonella paratyphi the same posi- 
tive findings were observed with respect the 
somatic (O) antigen Salmonella typhi one 
(Case the seven patients whom these tests 
were performed. 

transient leukopenia (mean decrease 2300 
white blood cells/c.mm.), with minimal increase 
the relative proportion the polymorphonuclear 
leukocytes, was noted two hours after the injection 
Lipexal but was found normal hours 
later. The C-reactive protein test was positive two 
days after the injection four patients (Cases 
and and became even more positive those 
patients who already had positive results their 
control test (Cases and 7). The test became 
negative eight days later all 
However, none these patients presented any 
appreciable change their erythrocyte sedimenta- 
tion rate. reagins were detected their serum 
with the VDRL slide flocculation test. 

Every patient developed mild myalgias and pains 
the joints, fatigue and general malaise 
minutes after the injection the pyrogenic agent. 
They complained headaches and slight chills 
the end one hour and severe shivering was 
observed the end the second hour after in- 
jection, when rectal temperatures were 101-102° 
Occasional nausea and vomiting occurred two 
patients (Cases and when fever reached 
103° peak, three four hours after the parenteral 
administration the purified lipopolysaccharide. 
Profuse perspiration and sensation well-being 
were thereafter noted, and fever was usually not 
present eight hours after the test. mean decrease 
14/17 mm. occurred the five hypertensive 
patients (Cases and 9). The most signifi- 
cant decrease (42/39 mm. Hg) was experienced 
the pyelonephritic patient with arterial hyper- 
tension. change the blood pressure readings 
could demonstrated the five other normo- 
tensive patients (Cases and 10). 


The results obtained the four pyelonephritic 
patients agree with the increase over the mean 
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preinjection periods obtained Pears and 
their pyelonephritic patients and 
the 6.8-fold (4.2 14.3) increase excretion rate 
leukocytes and non-squamous epithelial cells 
observed Katz and pyelonephritic 
dogs. 

According Pears and the observed 
increase cell excretion rate independent 
changes the urine flow and renal blood flow 
and not determined the presence fever. 
Clinical and laboratory data the patient (Case 
with polycystic kidneys did not suggest any 
urinary tract infection, and the response Lipexal 
this patient must interpreted negative 
view the normal cell excretion rate the control 
urine and the non-significant increase cell excre- 
tion rate after the provocative test. Ipso facto 
the clinical diagnosis still stands state 
challenge with the impressive histological data 
accumulated autopsy material which has shown 
high incidence pyelonephritic lesions associa- 
tion with polycystic renal disease even the age 
group this patient. 

five patients with cystitis the response the 
urinary tract the bacterial pyrogen was nega- 
tive, whether they had normal initial cell excre- 
tion rates (Cases and abnormally high 
initial cell excretion rates (Cases and 10). The 
significant average decrease 42% the cell 
excretion rate these five patients after parenteral 
bacterial pyrogen injection clearly differentiates 
them from patients with pyelonephritis. 

Difficulties owing purulent vaginal discharges, 
especially encountered one patient (Case 10) 
where the test was performed clean-catch urine 
specimens, demonstrated the inconvenience this 
technique without urethral catheterization. This 
procedure would giye more accurate results 
catheterized female .patients, but catheterization 
carries the risk superimposed infection. There- 
fore the provocative test should performed 
catheterized female patients only during the 
course specifically indicated urologic pro- 
cedure, when the risk added infection out- 
weighed the information gained there- 
from. 

Leukocyte clumps and casts, which had not been 
demonstrated even with special repeated 
urinary sediments prior the Lipexal injection, 
appeared minutes after the injection, the 
urine one pyelonephritis patient (Case 1), thus 
confirming the diagnosis. 

The use purified lipopolysaccharide derived 
from Salmonella abortus equi the provocative 
agent this test prompted investigation the im- 
munologic response patients whom was 
performed because many species the genus 
Salmonella, causative agents salmonellosis 
humans, share common antigens with the Salmon- 
ella extract used. 

According the Kaufmann-White 
Salmonella abortus equi found group Band has 
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the somatic (O) antigens and and the flagellar 
(H) antigens e.n.x. phase the other hand, 
Salmonella paratyphi another species group 
has the somatic (O) antigens and 
the flagellar (H) antigens b:1, while Salmonella 
typhi group possesses the somatic (O) anti- 
gens, 9,12Vi and the flagellar (H) antigen This 
common possession somatic (O) antigens and 
and 10), after the intravenous injection Lipexal, 
developed positive agglutination tests with Salmon- 
ella paratyphi and why one these patients 
(Case had similar results with the somatic (O) 
antigen Salmonella typhi. the other hand, 


the absence flagellar (H) antigen phase 


Salmonella abortus equi also explains why negative 
flagellar agglutinations for 
Salmonella paratyphi and Salmonella paratyphi 
always occurred after Lipexal injection. There 
need then misinterpretation Widal test 
should clinician see patient when his serologic 
response still positive after Lipexal injection. 
However, interpretation difficulties might arise, for 
Salmonella typhi murium, because such Salmon- 
ella could give the same positive serologic response 
pattern the one observed the cases reported 
here. such cases, the history alone will enable 
the clinician ascertain the differential diagnosis. 
One our patients (Case 6), whose past history 
revealed record previous salmonellosis, showed 
positive serologic agglutinations somatic (O) 
and flagellar (H) antigens both Salmonella 
typhi and Salmonella paratyphi 
polysaccharide administration. 
tion Lipexal did not produce any anamnestic 
type serologic reaction. The other patient (Case 
3), showing positive agglutination control tests 
with flagellar (H) antigens both Salmonella 
typhi and Salmonella paratyphi had probably 
received typhoid-paratyphoid vaccine her youth. 
would interesting follow these patients 
determine whether Lipexal injection 
vide some immunity against infections caused 
other related Salmonellae other Salmonella 
infections would cause anamnestic reactions. 


Positive modifications C-reactive protein tests 
the seven patients whom this test 
formed suggest non-specific alterations the 
reticuloendothelial system. Such alterations were 
not demonstrated any change the erythro- 
cyte sedimentation rates these patients. not 
uncommon note leukopenia with increase 
polymorphonuclear and 
after the injection bacterial pyrogen. 


CONCLUSION AND SUMMARY 


attempt was made, measuring the urine cell 
excretion rate response the intravenous injection 
bacterial pyrogen, Lipexal (Wander), delineate 
characteristic changes nine patients with chronic 
renal infection, either pyelonephritis cystitis, and 
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one patient kidney disease. The four 
patients with pyelonephritis showed (2.8 
17.3) increase their initial cell excretion rate, 
+526% increase over the mean preinjection value. None 
five patients with cystitis showed any increase 
cell excretion rate, but rather (1.4 2.9) 
decrease. The patient with bilateral polycystic kidney 
disease without clinical evidence past actual 
renal infection had non-significant positive response 
that should properly considered negative. Apart 
from the usual concomitant symptom fever, severe 
reaction consequence occurred association with 
the injection Lipexal. Immunologic responses after in- 
jection purified polyliposaccharide, derived from 
Salmonella abortus equi, are discussed briefly. The fact 
that more accurate results are obtained with urethral 
catheterization women must carefully weighed 
against the risk superimposed infection and the in- 
formation gained from this procedure. 
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wish thank Mr. Fred Schultz, Ph.D., 
Director Research, The Wander Company, for 
providing Lipexal, and Misses Marsan, R.T., and 
Salvail, R.N., for their technical assistance. 


REFERENCES 
1957. 


Idem: Ibid., 1167, 1959. 


(abstract). 


DREYER, AND INMAN, O.: 365, 1917. 

Harris, A., ROSENBERG, AND RIEDEL, M.: Ven. 
Dis. Inform., 27: 169, 1946. 

ANDERSON, AND M.: Am. Med., 445, 
1950. 

KAYE, M.: New England Med., 258: 1301, 1958. 

Enterobacteriaceae, Burgess Publishing Company, 
Minneapolis, 1955. 


10. ATKINS, E.: Physiol. Rev., 40: 580, 1960. 
11. GILBERT, P.: 40: 245, 1960. 


COMMON FOOT PROBLEMS 
YOUNG 


INGLIS, M.D., F.R.C.S.[C], 
Vancouver, B.C. 


THE purpose this paper report the find- 
ings eight-year study concerning the growth 
and development children’s feet and particularly 
the common deformities and problems the first 
few years life. classification and description 
with illustrations given with outline 
management where applicable. Nearly 700 children 
with foot deformities have been seen the author 
for this survey, and many the deformities have 
been observed for years during the course their 
natural development (Table I). 

Except for few definite conditions, far the 
majority these deformities corrected spontan- 
eously during growth and development and there- 
fore required special treatment other than firm 
reassurance the worried parents and relatives. 
becomes important, therefore, examine the child 

_carefully determine just where the deformity lies 
the lower limb, because the problem expressed 
the parent usually just that their child 
pigeon-toed toes-out flat-footed has 
knock knees, bow legs, etc. (Table The child 
course never complains the deformity and rarely 
pain and, with the exception those with 
clubbed feet, has appreciable disability. Careful 
examination the gait and stance and the feet, 
legs and hips will usually quickly reveal where the 
deformity lies. 


*From the Departments Pediatrics and Orthopedics, Uni- 
versity British Columbia. This work was made possible 
through grant from Savage Shoes Limited Canada. 


DEFORMITIES WITHIN THE Foor ITSELF 


Congenital talipes equinovarus club foot (Fig. 
the most severe and unmistakable rigid de- 
formity the foot which cannot brought around 
readily into over-corrected position abduction 
and dorsiflexion. The deformity may unilateral 
birth that the patient can referred ortho- 


{ 


Fig. 


pedic surgeon forthwith for prompt correction and 
management over the years until adulthood. For 
this undertaken the outset inex- 
perienced hands can often prove disastrous, 
because the deformity soon becomes fixed that 
will longer yield manipulations and splint- 
ing but will need open surgery, deformity 
which does not correct spontaneously but persists 
unless corrected and even tends recur after cor- 
rection. The preferred method treatment has 


— 
j 
| 
: \ > 


Feo. 18, 1961, vol. 


TABLE I.—Foor SEEN BETWEEN 1955 1960 Foor THE CENTRE FOR CHILDREN 


No. seen 
age deformity consultation No. 
Deformity noticed only treated Total 
the foot (334 cases) 
the leg (234 cases) 
the hips (125 cases) 
External rotational deformity 6-12 months 
Internal rotational deformity 2-3 years 


been correct the deformity through multiple 
manipulations and changes casts. Starting 
birth, one changes the casts about every ten days, 
each time bringing the foot into over-corrected 
position possible, stretching the structures 
the inside the foot and the heel cord. Usually 
the end month the third plaster change 
the foot well position dorsiflexion and 
eversion. Then Denis Browne splints are strapped 
and the deformed foot turned outwards with 
the cross bar bent down the centre that the 
foot will further pushed into the over-corrected 
position the child exercises his legs. about two 
months age Denis Browne boot splints are then 
used with the feet turned out and the bar bent 
down the centre. These are taken off and reap- 
plied each time the baby attended for feedings. 
Later, after another month so, the boot splints 
are used only during the patient’s sleeping periods, 
and when begins walk provided with 


TABLE 
Foot problems Per cent 
Intoeing (pigeon toes) 346—50% problems: 
(1) Internal tibial torsion.............. 148 
(2) Metatarsus adductovarus........... 107 
(3) Internal rotational deformity hips. 
(4) Talipes equinovarus................ 
100 


Outtoeing—79 10% problems: 


(1) External deformity hips 
(2) External tibial torsion.............. 
(3) Metatarsus abductovalgus 


Flat feet—145 21% problems: 


(2) Metatarsus abductovalgus.......... 
i00 
(1) Tibial bowing.......... 


straight-last boots. The night boot splints have 
used during the first few years, and progres- 
sively larger sizes will necessary the feet 
grow. Also, manipulations and exercises the 
part the parents are necessary order prevent 
the tendency for the heel cord shorten and the 
development contracture the soft tissues 
the inside the foot. 

Metatarsus adductovarus, third club 
foot! (Fig. 2), over three times common 
talipes equinovarus but more difficult recog- 
nize, being evident chiefly the mother who notices 
the persistent swing inwards the toes and par- 
ticularly the big toe. The fore part the foot 


Fig. 
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Meta tarsus AbductoValgus 


Fig. 


swung inwards with kink the inside the mid 
foot and prominence the base the fifth 
metatarsal which often most clearly seen the 
plantar view. The deformity congenital and may 
unilateral bilateral. There certain amount 
varus deformity the forefoot too, but 
shortening the heel cord. Sometimes the de- 
formity mobile and correction will probably 
occur spontaneously with growth, but rigid, 
active orthopedic corrective measures will have 
taken. Therefore, these more severe cases should 
referred orthopedic specialist early, before 
the deformity becomes more fixed. can correct 
readily through the application corrective 
plaster casts and afterwards the use open- 
toed adjustable abduction boot: the boot have 
wedge section taken out the outside the shoe 
hold the forefoot over into the over-cor- 
rected position abduction and this used 
night Then, when walking begins, 
straight-last boots should worn until the patient 
least about three years age. Reversal 
standard boots not considered advisable, because 
the reversed boot usually does not allow adequate 
room for the big toe and tends produce hallux 
valgus explained below. Corrective manipula- 
tions the parents number times daily, the 
foot into abduction also should done once the 
cast removed and long the deformity 
noticeable. important correct this deformity 
the outset, because felt precursor and 
one the causes hallux valgus and bunions later 
life. foot with this uncorrected deformity 
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Fig. 


placed the conventional adult pointed shoes, 
particularly shoe, will pull 
the more mobile.toes over into the position val- 
gus with the over-correction occurring the meta- 
tarsophalangeal joint instead the midtarsal 
joint. This will result the deformity hallux 
valgus and bunion. 

Metatarsus abductovalgus (Fig. 
and the counterpart metatarsus adductovarus. 
often associated with upper motor neuron 
lesion the form cerebral palsy and therefore 
may worsen unless measures are taken prevent 
faulty postures. Corrective inversion exercises and 
the use boots which have the extended Thomas 
heel have been found satisfactory. None the 
cases seen far have been severe enough re- 
quire correction through plaster casts. 

Talipes calcaneovalgus (Fig. the uncommon 
counterpart talipes equinovarus. The deformity 
evident birth and recognizable the fact 
that the foot cannot plantar-flexed far 
normally, owing contracture the soft tissues 
the front the ankle joint. Daily manipulations 
from birth into forced plantar flexion are necessary 
order overcome the contracture, and these 
manipulations are carried out the parent 
under the instruction physiotherapist. Overall 
management orthopedic specialist very 
helpful, because the deformity may take year 
correct. Denis Browne boot splints with the 
feet turned inwards and the crossbar bent down 
the centre produce plantar flexion the feet will 
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Fig. 


also help stretch the contracture the front 
the ankles and thereby correct the deformity. When 
walking begins, orthopedic boots with the extended 
Thomas heel should used, because the corrected 
foot still tends flat weight-bearing. 


Overlapping Toes 


Fig. 
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Pes planovalgus flat foot (Fig. the com- 
monest deformity found the foot but not 
noticed until the child begins stand and bear 
weight, usually after about one year age. The 
foot usually hypermobile, and weight-bearing 
the long arch flattens out with prominence the 
tubercle the scaphoid the inside the foot. 
Also, the calcaneus tilts over into few degrees 
valgus noted the back view. However, 
standing tiptoes with strong contraction the 
calf muscles, the arches reform and the heels 
straighten out. This deformity readily recognized 
and probably over-diagnosed and confused some- 
what with subcutaneous fat that frequently fills the 


arch babies’ feet. Special orthopedic 


management for this deformity not necessary and 
the extensive treatment the form heel wedging 
and padded insoles grossly overdone. Boots which 
have the extended Thomas heel are the best type 
footwear these cases. This deformity also re- 
sponds well going barefoot. This allows and en- 
courages the child get the tiptoes, thereby 
strengthening the calf muscles hold the arches 
better. the end though, certain amount 
asymptomatic flat-footedness might carried over 
into adulthood matter what the management. 


Overlapping toes (Fig. are not uncommon 
and, though likely present from birth, become more 
noticeable with growth and after the child begins 
wear shoes and socks. Usually the second toe 
overrides the third. Treatment strapping the toe 
down into the corrected position means strips 
adhesive worth carrying out the parents 
over period months. Also, overcrowding the 
toes tight stockings and shoes should avoided. 
This early treatment worth while order 
obviate permanent deformity possibly with pain- 
ful calluses and corns later life necessitating 
amputation the toe. 


Hallux valgus (Fig. seems acquired 
deformity appearing only older children after 
some years wearing shoes and likely associated 
with original metatarsus adductovarus men- 
tioned above. The deformity the same that 
commonly found the adult but not marked, 
and usually there bunion callus present. 
Preventive therapy this stage should consist 
strapping and splinting the toe back into cor- 
rected position. Particular care should taken 
avoid overcrowding the toes pointed shoes 
because once the valgus deformity established 


the pull the displaced tendons tends increase 


the deformity. 

Pes cavus (Fig. also seems acquired 
deformity that appears only older children and 
often associated with neurological defect which 
causes intrinsic muscle imbalance the foot. The 
tendency for the condition worsen, but the 
early stages foot exercises strengthen the intrin- 
sic muscles the foot and keep the joints mobile 
and prevent clawing the toes are necessary. For 
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Fig. 


this instruction the patients are best referred 
physiotherapist. 


DEFORMITIES THE LEGS 


Although the parents will frequently complain 
their child’s feet being the cause his abnormal 
stance and gait, yet examination the feet may 
found perfectly straight and mobile and 
normal; the deformity really the legs the 
hips above. Intoeing pigeon toes very com- 
mon complaint and usually due internal tibial 
torsion (Fig. 9). The deformity present from 
birth and probably associated with the common 
folded up, cross-legged fetal Usually 
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Fig. 


deformity noticed until the child begins walk, 
which time the pigeon-toe gait becomes manifest. 
The lower leg twisted inwards that when the 
knee points straight forward the foot turned in- 
wards. This can best measured noting the 
relation the internal and external malleoli 
each other and the coronal plane. Normally the 
lateral malleolus lies behind the medial malleolus. 
This condition usually associated with tibial bow- 
ing too. Both these conditions tend correct spon- 
taneously the child unfolds and develops from 
the fetal position Certain sleeping and 
sitting postures are felt aggravate the 
When these are quite manifest, simple derotation 
splints can used night, the feet being held 
outward rotation means bar between the 
boots correct these habits and thereby hasten the 
otherwise spontaneous process. Wedges the out- 
side the soles the shoes are also used en- 
courage outtoeing, but the wedge should never 
over 14” thick and should not continued unless 
effectual. 

External tibial torsion (Fig. 10) uncommon 
and the counterpart internal tibial torsion, 
being rare cause toeing out. external rota- 
tional deformity the hips also often associated 
with this leg deformity well pes planovalgus 
deformity the foot. This torsional deformity also 
tends correct spontaneously with growth and 
development. the foot also tends then 
the boot which has extended Thomas heel 
recommended, tends encourage intoeing. 

Tibial bowing (Fig. 11) not uncommon 
two three years age and along with in- 
ternal tibial torsion present from birth and as- 


Pes Cavus 
Fig. 


sociated with the intrauterine fetal position. 

especially noticeable when the child first begins 

does not fully extend his knees. standing, the 
gap between the knees may appear worse, whereas 


testing with the knees fully extended the gap 
seldom more than 114”. too tends correct 


spontaneously with growth and development, and 
often the same child may knock-kneed after 
three years age. Treatment therefore seldom 

indicated when rickets ruled out and the child 
has been receiving adequate vitamin intake. 


When the bowing marked, mermaid splints are 

sometimes used night hold the knees bound 
together the extended position. Also 14” outer 
wedging the shoes may done, but there 
little evidence that these measures have any ap- 
preciable effect the otherwise spontaneously 
correcting process. 


Fig. 
F 4 7 q q 
Fig. 
Knock knees (Fig. 12) common the child 
over years age, and the incidence increases 
found have intermalleolar distance over 
Overweight associated with knock knees but 
seven years the incidence falls, that only 1-2% 
children have noticeable degree knock knee. 
The deformity seems associated with the early 
but the child grows stronger and improves his 


musculature, the deformity improves spontaneously. 
Fig. can safely ignored under seven years age 
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unless the intermalleolar distance over when 
some epiphyseal deformity the knees should 
suspected, Although treatment frequently pre- 
scribed the form manipulations, night splint- 
ing and the raising the inner side the shoes, 
these measures had apparent effect this other- 
wise spontaneously correcting deformity. 


DEFORMITIES THE 


When deformity can found the feet 
the legs account for child’s abnormal gait, 
deformity may frequently found the hips 
the form internal external rotation. Cases 
congenital dislocation the hip were excluded 
from this study because its obvious effect the 
function the hip without there being any con- 
fusion that the child has just foot deformity. 


Fig. 


External rotational deformity the hips 
13) common the newborn and related the 
intrauterine, folded-up, cross-legged position which, 
has been noted, also associated with internal 
outtoeing when the baby first begins stand. 
examination the feet and legs are found 
straight and normal, but passively the hips can 
rotated much further externally than they can 
rotated internally. The deformity corrects spontan- 
eously with growth, and soon the child swings his 
toes around the front that 114 years 
age walking straight. Corrective manipulation 
the hips into internal rotation number times 
daily, and derotation night splinting means 
Denis Browne splints with the feet turned in, can 
used hasten the recovery and correct faulty 
sleeping and sitting postures which aggravate the 
deformity. 14” inner sole wedge will often help 
bring the toe but later may become ineffectual, 
should not continued indefinitely. For the 
first few months walking the condition can 
safely left for observation spontaneous improve- 
ment. 
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Internal rotational deformity (Fig. 
14) not quite common external rotational 
deformity the hips and found older age 
group, usually over two years age. associ- 
ated with delay the normal decrease antever- 
sion the neck the femur that occurs from in- 
pigeon toes but uncommon compared with meta- 
tarsus adductovarus and internal tibial torsion 
causing this abnormal gait. The hips rotate much 
further internally than externally with passive 
movement. This deformity also tends correct 
spontaneously, but sometimes there delay, and 
some the residual deformity and increased ante- 
version the neck the femur may carried 
over into adult life. Corrective manipulation the 
hips into external rotation number times daily 


Internal Rotation Hips 


Fig. 


and derotation Denis Browne night splints with 
the feet turned outwards can used hasten the 
recovery and correct faulty sleeping and sitting 
postures. Also, outer sole wedges can used 
the shoes with internal tibial torsion encourage 
outtoeing. older age the child may have 
taught and encouraged turn his toes outwards 
order overcome the abnormal gait. 


SUMMARY 


The common deformities children’s feet have been 
described and illustrated with show how 
the primary problem may the feet themselves, the 
legs the hips. also important know that these 
deformities different parts can occur concurrently 
and various combinations some which are fairly 
constant, such knock knee and pes planovalgus; and 
internal tibial torsion and external rotational deformity 
the hips. The result gait and stance therefore 
depends their additive cancelling effect. 


Treatment has been outlined briefly and plea made 
that all cases where the foot clubbed, viz. talipes 
equinovarus, metatarsus adductovarus, metatarsus ab- 
ductovalgus and talipes calcaneovalgus, these patients 
referred orthopedic surgeon soon possible 
for management and correction, whereas all the other 


External Rotation Deformity Hips 
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conditions can well handled the pediatrician 
general practitioner. Many these deformities correct 
spontaneously and the main thing recognize the 
deformity through careful examination the lower 
limbs and then firmly reassure the worrying parents 
relatives. 


The author wishes thank Dean McCreary the 
Faculty Medicine, University British Columbia, who 
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TEMPORARY DIARRHEA AND 
FAILURE THRIVE 
PREMATURE BABIES—A NEW 
CLINICAL 


FINKEL, M.B., M.R.C.P. and 
Winnipeg, Man. 


MANY SPECIFIC causes failure thrive infancy 
have been described. Congenital galactosemia, renal 
acidosis, idiopathic hypercalcemia and cystic fibrosis 
the pancreas are examples well-recognized 
clinical entities. Recently the authors have had 
under their care three premature babies with chronic 
diarrhea who failed thrive for the first few 
months life, and eventually recovered the 
time they were six months age. The illnesses 
these babies were remarkably alike, and because 
have been unable find reports similar cases 
the literature report them here. 


1.—This baby girl was born after 39-week 
pregnancy; the delivery was normal and the birth 
weight was oz. She was the third child 
healthy parents, the other two children being normal. 
Initially her condition was satisfactory and she was 
nursed incubator. From the second day life 
she was fed partly skimmed evaporated milk formula. 
this time marked tremors and episodes cyanosis 
occurred. The serum calcium level was mg./100 ml. 
and she was given phenobarbital and additional calcium 
mouth. The tremors subsided and she seemed better, 
although she took her feedings poorly and had oc- 
casional loose green stools. She gained weight very 
slowly and was discharged from hospital the age 
five weeks, weighing Ib. oz. 

home she fed well but had intermittent diarrhea, 
passing very loose green stools. the age eight 
weeks she weighed oz. and looked wasted, 
but there were other physical abnormalities. The 
diarrhea increased severity and few days later 
she was admitted the Children’s Hospital, 


*From the Children’s Hospital. Winnipeg, the Department 
University Manitoba and the Winnipeg 
nic. 


examination she weighed lb. oz. and appeared 
very wasted, having almost subcutaneous tissue. 
There was considerable abdominal distension but 
other physical abnormalities were detected. 


Laboratory Findings 


The hemoglobin value was 9.3 g./100 ml., and the 
white blood count 11,400/c.mm. (3% polymorphonu- 
clears, 42% metamyelocytes, 45% lymphocytes, 
eosinophils, monocytes and normoblasts). The 
red blood cells showed some hypochromia. Urine was 
normal and contained reducing substance. Repeated 
examinations the stools for pathogenic organisms 
were negative. Trypsin was present the stools. The 
serum electrolyte values were within normal limits apart 
from mild acidosis. Her blood urea nitrogen was 
mg./100 ml.; serum proteins 5.3 g./100 ml., albumin 
3.8 g./100 ml. and globulin 1.5 g./100 ml. glucose 
tolerance test showed fasting blood sugar level 
mg./100 ml.; one hour the blood sugar was 
mg. two hours, mg. and three hours, 
mg. Other fasting blood sugar levels were 
and mg./100 ml. After oral dose 
lactose the blood glucose rose normally. 
absorption test! resulted iodine excretion the 
urine. Radiographs the chest and abdomen showed 
abnormality apart from considerable gaseous dis- 
tension the bowel. 


Progress 


Initially the baby was fed with glucose water 
and then half-strength skimmed milk, which she took 
well. Because the shift the left the white cell 
count, infection was suspected although the site was 
not determined, and she was treated with tetracycline. 
The differential white cell count subsequently returned 
normal. She continued have very loose and 
numerous stools, many one day, and did 
not gain weight. After few days, cow’s milk was 
discontinued and she was given Mullsoy® without im- 
provement. formula consisting strained meat, 
corn oil and sucrose (“meat-milk formula”) was then 
tried, but the diarrhea still continued. Three weeks 
after admission, the age weeks, she weighed 
only oz. this time her general condition 
was very poor, she was extremely wasted, 
and her extremities were cold and slightly cyanosed. 
Oral feedings were discontinued for hours and she 
was given intravenous fluids. After this, feedings with 
Nutramigen® were started and after about one week 
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she began gain weight stools slowly became 
formed and decreased number. She was discharged 
from hospital the age weeks weighing lb. 
oz. this time she was taking Nutramigen and small 
amounts rice cereal. While she was 
several attempts were made fat balance 
test but was found impossible make satisfactory 
collection the very loose stools. 


After discharge from hospital she 
home and when seen two weeks later she 
had gained lb. oz. Small amounts evaporated 
milk were introduced into her diet and gradually in- 
creased without ill effect. the age six months she 
was taking full diet including cow’s milk, and weighed 
lb. oz. She was having two three formed stools 
day. months age she weighed lb. oz. 
She was last seen when she was months old. Her 
weight was then oz. and she appeared 
normal child every way. 


2.—This infant girl was the third child 
healthy parents. There were two older siblings, both 
whom had always been well. The mother was well 
during her pregnancy and the infant was born spon- 
taneously weeks, her birth weight being 
oz. She was kept incubator for the first three 
days life. Feedings partially skimmed evaporated 
milk were begun hours age. 

Progress was satisfactory until the 10th day when 
she began pass loose stools, day. 
the 17th day her formula was changed Mullsoy and 
her diarrhea decreased. She was sent home the 
22nd day weighing oz. 


She was first admitted the Children’s Hospital, 


Winnipeg, the 26th day life because frequent, 
green, watery stools. examination she was wasted 
and dehydrated, with greatly distended abdomen. 
She weighed oz. 


Laboratory Findings 


Her hemoglobin value was 13.8 g./100 ml. and her 
white blood cell count was 11,000/c.mm. (35% poly- 
morphonuclears, 60% lymphocytes and basophils). 
The urine was normal and contained reducing sub- 
stance. Stool cultures were negative for pathogenic 
bacteria and viruses. Trypsin was present the stool. 
Radiographs the chest and abdomen showed 
abnormality except for marked gaseous distension 
the bowel. 


Progress 


Initially feedings glucose water were taken 
eagerly and retained, and within hours the diarrhea 
had ceased. Feedings with partially skimmed evapo- 
rated milk were started. The diarrhea recurred and 
Mullsoy formula was reintroduced. The stools became 
formed and less frequent. The infant was sent home 
after seven days hospital, weighing oz. 


Second Admission months age) 


Since her previous admission she had been fed 
Mullsoy formula and small amounts rice cereal, 
banana and applesauce. She continued loose 
stools and the hours before admission she had 
become febrile and irritable. 


~ 
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examination she weighed Ib. oz. She had 
temperature 104° and was extremely wasted 
and pale. There was some injection the pharynx; 
the liver was palpable cm. below the costal margin, 
and there was marked abdominal distension. 


Laboratory Findings 


Her hemoglobin value was 9.9 g./100 ml. and her 
white blood cell count was 15,100/c.mm. (35% poly- 
morphonuclears, metamyelocytes and 61% lympho- 
cytes). The urine was normal. The glucose tolerance 
test showed fasting blood sugar mg./100 ml. 
The blood sugar level minutes was mg. 
minutes, mg. minutes, 100 mg. and 
120 minutes, mg. Stool cultures were negative 
for pathogenic organisms. Trypsin was again present 
the stool, and many fat globules were noted 
several occasions. stool fat estimation showed that 
74% the dried stool was fat. Sweat chlorides were 
appearing juice which contained normal amounts 
trypsin and bile acids. lipiodol absorption 
sulted maximum urine iodine concentration 
mg./100 ml. D-xylose absorption test? showed that 
only the administered dose was excreted the 
urine. The total serum protein was 5.2 albumin 
3.59 alpha-1 globulin 0.17 alpha-2 globulin 
0.61 beta globulin 0.41 and gamma globulin 


0.4 radiograph the chest revealed abnorm- 
ality. 


Progress 


Initially the infant was fed with Nutramigen. The 
temperature subsided hours, and the stools 
became less frequent and semiformed. Progress was 
satisfactory for the next days and her weight in- 
creased oz. Severe attacks abdominal 
distension occurred frequently and caused respiratory 
embarrassment. Despite the gain weight the child 
continued look pale, wasted and ill. the 20th 
hospital day she developed fever 103° F., associ- 
ated with mild upper respiratory infection which re- 
sponded penicillin. She remained fairly well for eight 
days when fever, diarrhea and vomiting recurred. 
mild urinary infection was found. Her weight fell 
Ib. oz. All feedings were discontinued and she 
was maintained intravenous fluids. Chloramphenicol 
was given and after two days the temperature subsided 
and the diarrhea Nutramigen feedings were 
again introduced and retained. She was sent home after 
six weeks hospital, weighing oz. 


After discharge from hospital she progressed satis- 
factorily. Her diet was gradually supplemented with 
small amounts cereal, fruit and strained meats. After 
two weeks there was recurrence diarrhea and she 
was again admitted hospital. 


Third Admission months age) 


Examination revéaled wasted dehydrated infant 
with marked abdominal distension and temperature 
104° Her weight was oz. All feedings 
were stopped and she was maintained intravenous 
fluids for three days, during which time the fever 
subsided and diarrhea and vomiting ceased. Feedings 
with Nutramigen were again introduced without any 
exacerbation the diarrhea. Soybean cereal and 
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banana were added the diet without ill effect and 
she was sent home after nine days hospital, weighing 
oz. 

five months definite general improvement was 
noted the mother. this time the stools were 
normal. When six months old the child was taking 
normal diet and weighed oz. When last seen 
nine months age, she weighed 12% Ib. and seemed 
clinically and developmentally normal. 


3.—This infant boy was born five weeks pre- 
maturely after normal pregnancy and delivery. The 
birth weight was oz. Both parents and four 
siblings were healthy. There was family history 
allergy. The infant appeared normal birth apart 
from bilateral inguinal hernias and undescended testes. 
was breast fed and was discharged from hospital 
arose during the first three weeks life when was 
weaned from the breast and placed feedings 
partially skimmed evaporated milk. Soon after this 
began vomit and developed diarrhea. The stools 
were loose, green, frothy and bulky but contained 
blood mucus. the age weeks was admitted 
the Children’s Hospital, Winnipeg. 

examination was afebrile and weighed 
oz. was wasted and slightly dehydrated, and had 
large bilateral inguinal hernias, undescended testes and 
marked abdominal distension. other abnormal physi- 
cal signs were detected. 


Laboratory Findings 


His hemoglobin value was 9.9 g./100 ml. The red 
blood cells showed slight hypochromia, anisocytosis 
and poikilocytosis. Repeated examinations the stools 
were negative for pathogenic bacteria 
Trypsin was present the stools. The duodenal juice 
contained normal amounts trypsin and bile. Urin- 
alysis revealed abnormalities; reducing substance 
was present and the aminoacid chromatogram was 
normal. D-xylose absorption test was performed 
two occasions; only and 10% respectively the dose 
was excreted. absorption test resulted 
maximum urine concentration mg./100 ml. 
iodine. Serum electrolyte values were normal several 
occasions. Blood urea nitrogen was mg./100 ml. 
Serum proteins were 5.2 g./100 ml., with albumin 
globulin 0.71 beta globulin 0.9 and gamma 
globulin 0.23 three-day fat balance test was 
performed: total fat intake 100 the fat 
excretion was 6.6 After feeding containing lactose, 
the blood glucose rose from mg./100 ml. 
half hour. Radiographs chest and skull showed 
abnormalities; small bowel series failed demon- 
strate any organic lesion. 


Progress 


The patient was given intravenous fluids initially, 
and feedings with evaporated milk were then started. 
further vomiting occurred but continued pass 
large, watery, green stools which contained small flecks 
bright blood but mucus. The next day he,was 
well hydrated and his feedings were changed “meat- 
milk formula”. During the next seven days his stools 
became semiformed, but weight gain occurred. 
the eighth hospital day was again tried evapo- 
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rated milk formula but there was recurrence the 
diarrhea. formula” was resumed, with im- 
provement the appearance the stools. the 16th 
hospital day was receiving total daily intake 
1200 formula, equivalent 800 calories, but 
his weight was stationary lb. Because the 
experience with Case Nutramigen was substituted. 
the 22nd hospital day his right inguinal hernia 
was repaired. Postoperatively vomited and had 
several loose stools. Feedings were withheld; intra- 
venous fluids were given, and his vomiting ceased. 
Nutramigen feedings were resumed but his bowel 
movements continued loose and frequent. Forty- 
eight hours after operation developed fever 
101° F., without any focal signs. white cell count 


‘dt that time showed total 8200 cells per c.mm. 


(polymorphonuclears 4%, monocytes 56% and lympho- 
cytes 40%). Two days later the leukocyte count was 
13,100 per c.mm. (eosinophils 22%, metamyelocytes 
20%, lymphocytes 43% and monocytes 15%). The 
temperature subsided hours and there was very 
little change otherwise his physical condition. 
the sixth postoperative day there was recurrence 
fever 102° F., and examination revealed some crepi- 
tations the right chest. Pneumonia the right upper 
lobe was confirmed radiologically and penicillin was 
given. Coincidental with this rise fever there was 
further bout diarrhea and vomiting, and once 
again intravenous fluids were required. Three days later 
his general condition had improved, his temperature 
had subsided and diarrhea and vomiting had ceased. 
His weight was lb. oz. this time feedings with 
Mullsoy were introduced and were well tolerated. 
Clinically, although was afebrile, there were still 
signs infection the chest, and chloramphenicol 
was administered well penicillin. The pneumonia 
resolved satisfactorily within the next seven days. 

Subsequently his weight gain increased the rate 
oz. per week and the seventh week 
hospital soybean cereal, applesauce and banana were 
added his diet without any recurrence the diarrhea. 
His diet was gradually increased and his progress 
was maintained. After ten weeks hospital was 
once again tried with partly skimmed milk formula 
without ill effect. repeat D-xylose absorption test 
showed excretion 20% the administered dose 
and lipiodol absorption test was normal. the age 
months was sent home normal diet, 
weighing lb. oz. 


The similarity the illnesses the three babies 
evident and the graphs their weights are very 
much alike (Fig. 1). All were born prematurely 
and appeared healthy birth. The infant Case 
apart from mild neonatal tetany, appeared 
well first, though she was slow gain weight 
and had occasional loose stools during the first 
month life. After she left hospital the age 
five weeks she developed severe diarrhea and be- 
came very wasted and ill. one stage she appeared 
have peripheral circulatory collapse. Changes 
feedings failed produce improvement her 
condition but eventually, when she was given Nu- 
tramigen, the diarrhea gradually ceased and she 
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Fig. showing weight gain each case. 


slowly began gain weight. Since the age four 
months she has remained well. 

Case developed diarrhea when two days old, 
which continued despite different feeding regimens 
and was associated with poor weight gain until, 
the age six months, she recovered spontaneously. 
The third infant (Case also developed diar- 
rhea when few weeks age, and although 
was never ill the infant Case his condi- 
tion gave cause for concern. His symptoms eventu- 
ally abated the age 314 months when was 
taking Mullsoy and also has apparently made 
complete recovery. Abdominal distension was 
notable feature all cases. 

The cause causes the illnesses these 
babies are unknown. The diarrhea was not associ- 
ated with any recognized pathogenic organisms 
the stools. Systemic infection 
when Case was first admitted 
but this was never confirmed the site infection 
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localized. The other two infants (Cases and 
were not apparently suffering from any infection 
the time they were first seen, although both later 
developed infections which were probably related 
their poor state nutrition; certainly these in- 
fections were not the cause their illness. With 
each infection there was exacerbation their 
symptoms. Galactosemia was excluded all three 
cases. recognized endocrine disturbance was 
present any the babies. The circulatory failure 
which occurred one time Case might have 
suggested adrenocortical insufficiency, but this was 
excluded because the serum sodium and potassium 
levels were normal. 


form intestinal malabsorption appeared pos- 
sible view the deficient absorption lipiodol 
all three cases and D-xylose Cases and 
Steatorrhea was probably present Case but 
Case the fat balance was normal. Unfortunately 
was not possible carry out adequate fat 
balance study Case Various causes mal- 
absorption were considered, but the eventual com- 
plete recovery all three patients and the return 
normal the lipiodol and xylose absorption 
test values Case exclude most the recog- 
nized disorders. Pancreatic function was apparently 
normal all cases. The normal sweat chloride 
value Case excluded fibrocystic disease the 
pancreas. Unfortunately was not possible ob- 
tain enough sweat for analysis Cases and 
case bile salt has recently been 
seen this but assay bile acids the 
duodenal juice Case was normal. Defective 
lactose absorption has recently been described 
cause malnutrition This possibility 
vas considered Cases and but the blood 
glucose level rose normally after test dose 
jactose each case, showing that the lactose had 
been adequately hydrolyzed the small intestine. 


must given the question 
milk aliergy. Each the three patients tended 
improve every time the formula was changed and 
one infant (Case 3), who had transient eosino- 
philia, promptly relapsed one stage when 
milk was reintroduced. However, none the cases 
satisfied the criteria for the diagnosis milk allergy 
clear-cut relief symptoms occurred when non- 
milk substitute was introduced, finding which 
considered most authorities characteristic 
milk 

These babies were apparently unable thrive 
any the feedings which they were given for 
the first few months life, but the cause this 
observation not clear. The first infant (Case 
eventually appeared tolerate Nutramigen and 
the other two (Cases and Mullsoy, but there 
was certainly dramatic improvement 
would seem likely that natural recovery was re- 
sponsible for the eventual relief their symptoms. 
The authors not feel confident suggesting 
that the above cases constitute single entity, but 
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they may represent hitherto’ undescribed self- 
limiting condition failure thrive infancy. 
Further elucidation the etiology these and 
similar cases indicated and might obtained 
the application newer investigative techniques. 


SUMMARY 


Three premature babies who suffered from chronic 
diarrhea and failure thrive are described. 

The infants developed loose stools during the first 
few days weeks life and severe diarrhea persisted 
despite many changes formula including trials 
non-milk feedings. and months age re- 
spectively the symptoms abated and the infants all 
eventually made complete recoveries. 
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Recognized causes for diarrhea and failure thrive 
were considered have been excluded. believed 
that these cases may constitute hitherto undescribed 
entity. 


REFERENCES 


E., ISRAELS, AND JONASSON, A.M.A. 

Dis. Child., 92: 24, 1956. 

1957. 

KOWALL, H.: preparation. 

A., SCHWARZ, AND SUTCLIFFE, W.: Lancet, 
1126, 1959. 

CLEIN, W.: Allergy, 195, 1951. 

C.: discussien: Bull. Hosp. Sick 
Child., 68, 1954. 

A.: Pediat. Clin. North America, 503; 1955. 


THE 
TREATMENT 


and M.D., Montreal 


PAPER report the experience the 
authors with the use aminoglutethimide 
antiepileptic drug patients with chronic forms 
epilepsy. All the patients had received 
standard forms therapy, and most cases the 
new drug was added basic dose 
hydantoin sodium (Dilantin) and phenobarbital. 
the majority patients, the period trial has 
lasted more than two years. 

Aminoglutethimide originated from experimenta- 
tion with glutarimide glutethi- 
mide (Doriden'), drug already marketed 
sedative hypnotic that also has anticonvulsant 
effects. Both are derivatives the glutarimide 
compounds. Fig. compares the chemical struc- 
ture the glutarimides with phenobarbital, 
barbiturate derivative. The possibility was en- 
countered, altering the chemical structure 
glutethimide, dissociating sedative 
convulsant properties. animal experiments, 
sedative action seemed dependent 
aliphatic member its formula, loss effect 
resulting replacing even shortening the 
aliphatic chain. Substituting the amino group 
the para position the companion aromatic 
member enhanced the anticonvulsant property, 
whereas the effect remained unchanged. 
hoped that this dissociation effect might 
approach the discovery ideal anti- 


identified 


originally compound 16038. Supplied Elipteh, Ciba 
Co. Ltd., 

the Department Neurology and Neurosurgery, 
McGill University, and the Montreal Neurological 
Vermont College Medicine and Affiliated 
lington, Vermont, 


convulsant drug. comparison the degradation 
aminoglutethimide and phenobarbital 
cluded Fig. 


(aliphatic 


(aromatic 
member) 


PHENOBARBITAL 


GLUTARIMIDE GLUTARIMIDE 
(DORIDEN) (ELIPTEN) 


Fig. comparison the glutarimides with phenobarbital. 


has recently reviewed the preliminary 
reports aminoglutethimide and has reported his 
own experience with the drug. 104 institution- 
alized patients were completely controlled 
him during 18-month period, found 
cult epileptics. generally stated other 
reporting the effect amino- 
glutethimide antiepileptic drug that 
useful combination with other drugs. 


MATERIALS AND METHOD 


Seventy patients were followed for satis- 
factory trial period two years and form the basis 
this report. Thirteen others were rejected early, 
because they were too unreliable for assessment. 
Patients were selected for trial aminoglutethi- 
mide because frequent seizures resistant 
medication. All patients the study were familiar 
through long periods outpatient follow-up 
years). The documented records the fre- 
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quency and character seizures were used 


data. The medication for least year 


had included diphenylhydantoin (Dilantin) and 
phenobarbital almost every case, although other 
standard antiepileptic drugs had also been tried. 

The seizure history each patient has been 
thoroughly analyzed with emphasis epilepto- 
genic localization, and each electroencephalo- 
graphic abnormality has been defined. There were 
patients with temporal lobe seizures (psycho- 
motor attacks, automatic behaviour, etc.) and 
whose abnormality was other cortical areas. 
Eleven cases were the centrencephalic type 
(major, minor, “petit mal”, and akinetic seizures 
with distinct bilaterally 
cephalographic abnormality) and were either 
not localized showed diffuse abnormality. 
Seventy-four per cent the total group had 
generalized convulsions (major episodes) addi- 
tion minor seizures (absence, automatism, soma- 
tosensory, “drop” fits). Middle-aged and young 
adults made the majority the patients. There 
were seven children under the age years. 

Aminoglutethimide (Elipten) was given 
initial dose 125 mg. (one-half the standard 
tablet 250 mg.) and increased 125 mg. every 
three five days while the regular medication 
was continued. gradual withdrawal other 
forms medication was attempted when improve- 
ment occurred. Dosages 1500 mg. 
tablets) and occasionally 1750-2000 mg. and 
tablets) daily were tried before the trial was 
abandoned therapeutic failure. other forms 
medication were started during the experimental 
period. Whenever side effects occurred, reduction 
dosage usually brought return normal. 
Blood counts were taken intervals one two 
months, The effect frequency seizures was 
the principal criterion for grading the results 
therapy. The patients had recorded their seizures 
calendar cards for several years beforehand, 
that their former record was available control. 
More subjective criteria, such variation seiz- 
ure characteristics and degree mental alertness, 
were avoided evaluating results. 


RESULTS 


The results are summarized Fig. two 
patients, the total, seizures have been 
completely controlled over two-year period. 
the patients the benefit represents least 
50% improvement seizure frequency. trial 
period two years desirable judging the 
value new antiepileptic drug. Twenty-eight 
patients continued take the drug for least 
months, but have had less than 50% improvement. 
patients there was failure improvement 
even during the early months the trial. 

The present series too small predict rela- 
tion between degree improvement and seizure 
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IMPROVED 


YRS. 


= 


31.5% 68.5% 


SUBSTANTIAL BENEFIT INSUFFICIENT BENEFIT 


patients with mixed epilepsy. 


type. the experience the authors, however, 
the patients with seizures characterized focal 
clinical and electroencephalographic abnormality 
appeared benefit the most, whereas more the 
type with cerebral seizures unlocalized appeared 
early failures. 


Although administration aminoglutethimide 
represents added burden the daily total 
drugs, who have tried the drug for 
least two years have reduced other medication 
significantly. 

The willing acceptance the two-year trial 
our patients indicates, broad survey side 
effects, that aminoglutethimide not disagreeable 
take. patient has complained drowsiness, 
and several have commented rather feelings 
Less subjective evidence im- 
proved mental state came from relatives and inde- 
pendent observers. Other patients became less 
dependent escort for their clinic visits. 


Dosages the range 1500 mg. daily provoked 


mild ataxia Usually this was 
counteracted reducing other medications. skin 
rash, consisting acute generalized urticaria, 
occurred five times, and subacute maculopapular 
rash hands and feet developed eight, The 
complication occurred early therapy. Three in- 
stances itching papular rash occurred 
late development. Reducing the dosage and em- 
ploying antihistaminics were effective reversing 
this side effect, and the only patient whom was 
necessary abandon treatment was one with re- 
curring skin rash. Nausea and occasionally vomit- 
ing developed patients. each instance the 
dose was excess 1500 mg. per day. Seven 
patients reached dosages 2000 3000 mg. daily 
without dramatic improvement. 


There were changes the hematological 
studies. 


While seizure frequency not completely 
adequate index improvement drug treatment, 
the best single criterion available present. 
true that the frequent clinic visits, the idea 
new drug, and the special interest shown the 
individual patient, also contribute the therapeutic 
response. However, these are patients with resistant 
attacks who have already tried many other forms 
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medication without benefit, that the element 

indicated Fig. 34%, roughly one- 
third the total group, obtained substantial im- 
provement from the addition aminoglutethimide, 
though only two patients have been completely 
controlled its use and case could the 
accompanying medication 
phenobarbital) withdrawn. 

conclude from our observation that amino- 
glutethimide has some antiepileptic properties, 
though seems clear that not strong anti- 
epileptic drug nor likely prove effective 
when used alone. 


CONCLUSION 


Aminoglutethimide has been tried antiepi- 
leptic drug (combined with other standard drugs 
the treatment group outpatients with 
resistant seizures different Twenty-two 
patients, 34% the total, have shown least 
50% improvement seizure frequency during 


SPECIAL 


THE DESIGN CLINICAL 
INVESTIGATIONS 


SOME TIME another most doctors become 
interested piece original scientific research. 
Three things may happen. Firstly, the data 
gathered substantiate the opinions 
well that hesitates report his results—he 
recognizes the possibility bias. Secondly, the 
data gathered appear massive and impossible 
analysis that the investigator consults statis- 
tician, who, being brought the completion 
stage, may the unfortunate position being 
able state only wherein the experiment failed. 
Thirdly, the experiment has been well designed, the 
data have been collected such way pro- 
vide the basis for valid inference, and useful 
contribution knowledge about the subject has 
resulted. What must known about the principles 
experimental design order that the third 
the three outcomes listed above will occur? 

piece scientific research usually begins with 
number observed facts which have certain 
features common and from which inductive in- 
ferences can drawn. The statement which 


*Statistician, National Cancer Institute Canada. 
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two-year trial period. case has been possible 
discontinue other drugs. There were serious 
side effects with dosages aminoglutethimide 
1500 although ataxia, skin rashes, 
nausea and vomiting were encountered occasion- 
ally. Aminoglutethimide appears 
epileptic properties when used combination with 
other drugs. unlikely that will prove 
effective drug when used alone for the control 
seizures. 


are grateful Dr. Murphy the Ciba Co. 
Ltd., Montreal, who supplied with this drug for clinical 
investigation. 


This work was carried with the assistance 


Federal-Provincial Grant for Rehabilitation from the Prov- 


ince Quebec. 
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ARTICLE 


these inferences are expressed called the hy- 
pothesis. medical experimentation there one 
hypothesis, called the null hypothesis, which 
particularly suitable test, viz. that two more 
sets measurements are likely have been drawn 
chance from the same population. this 
supported, observed differences between treated 
and untreated groups, groups exposed varying 
treatment techniques, etc., are likely due 
errors sampling, and there not necessarily 
confirmable difference between the groups. 
good experiment, then, designed test the 
hypothesis that the experimental procedures make 
difference the results observed, and the sub- 
sequent analysis calculates the probability with 
which the observed results would obtained 
the null hypothesis were true. this probability 
not unduly small, say more than one ten 
twenty, one satisfied that differences could 
due the chances sampling. the other 
hand, the probability the null hypothesis being 
true remote, say less than one one hundred, 
the hypothesis may rejected and the assumption 
made that the observed differences between the 
groups are due some factor affecting one group 
but not another. 


Good experimental design must guard against 


biased results. This generally accomplished 
randomization and ensures that the allocation 
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animals patients “treatment” “control” 
groups established some process which takes 
account any factor which may bear the 
experimental results. Randomization generally 
accomplished using the tables random num- 
bers. These tables consist series 
two-figure numbers arranged random order. 
One can open the tables any row and column 
and read off the numbers as, for example, “odd” 
even” determine which animal patient 
pair the “experimental” and which the 
“control”. 

The process sampling may regarded 
special case randomization, and the same reason- 
ing applies that the selection must made in- 
dependent any properties the material. 
investigate those who have suffered from 
particular disease confining our attention 
hospital records, shall obtain information only 
about patients whose disease was severe enough 
warrant hospitalization and exclude patients with 
mild form the disease. collect series 
case records and select only those which contain 
all the information required, shall plausibly 
selecting cases which have been treated the 
most conscientious doctors and therefore had the 
most careful treatment, or, the other hand, 
selecting cases treated doctors who kept good 
records but who were less attentive than average 
their patients. Whichever way the association 
operates, likely that such factor selection 
introduces bias the results and reduces their 
reliability unknown amount. Even 
were possible collect all the information re- 
quired about all the known cases disease, 
would still miss the undiagnosed cases, and im- 
provements diagnosis subsequent years might 
then lead apparent increase the incidence 
the disease. Also the associated recognition 
cases earlier stage, when they are probably 
more amenable treatment, may make appear 
that treatment more effective than the present 
time. There foolproof method obtaining 
truly representative samples from exactly the popu- 
lation would like, and must always bear 
mind the limitations imposed the evidence 
the manner which was obtained. 


order interpret observations experiments, 


control standard comparison necessary. 


The study therapeutic effect requires series 
series treated ones, and the two sets must 
otherwise comparable. want know whether 
need know the smoking habits both patients 
with cancer the lung and patients with 
variety such other cancers occur about the 
same time life. want know whether 
smoking predisposes cancer any part the 
body, need control group patients 
similar age, sex, social status etc., with diseases 
other than cancer. Finally, want know 
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whether smoking predisposes disease general, 
need control group with disease all. 
Our selection controls will dictated the 
problem define and the composition the 
material want investigate. now obtain 
differences between the control and experimental 
groups that are larger than those likely occur 
fortuitously, can reasonably consider that our 
evidence supports the thesis put forward. the 
differences are not large, must consider 
whether further study warranted and, so, 
must extend the observations refine our methods 
further study not warranted, if, after further 
study, the evidence still suggestive but not con- 
vincing, can only conclude. that any effect 
the sort that are seeking most small and 
that may not exist all. 

design the size the sample which must 
selected. This important since the repetition 
the same treatment more than one subject, called 
replication, increases the accuracy the experi- 
ment, enables the investigator determine the 
size the uncontrolled variation (usually called 
the experimental error) and finally, gives effec- 
tive control over the experimental error. The in- 
crease accuracy may explained the mathe- 
matical equation that the standard deviation 
mean reduced proportion the square 
root the number the sample (S. 
where 


deviation the mean 
deviation the sample 
the sample. 

obtaining measure the experimental 
error should explained that, any experiment, 
there are certain factors which are subject some 
degree control but their effect cannot elimin- 
ated entirely owing chance fluctuations. Many 
the causes these fluctuations are small 
size and random incidence, and the sum 
these random factors which referred the 
experimental error. The measure this error 
follows from the principles the “t” test.* For 
example, if, the assessment two forms 
treatment, there only one application treatment 
and one treatment there can only one 
difference and the number degrees 
for estimating the standard error zero. non- 
statistical terms there only one value, the differ- 
ence between the two treatments, this 
difference the only measure both effect 
treatment and variation between subjects. can- 
not compare difference with itself; therefore, 
say that there are degrees freedom avail- 


*The quantity the distance from the mean 
terms the standard error the mean: 


mean 
the sum (or mean) ten measures known, only 
nine may selected freely the sum (or mean) fixes the 
10th. Accordingly there are nine degrees freedom for ten 
measures. 


~ 
7 
i 
/ 
4 


378 ARTICLE: CLINICAL INVESTIGATIONS Canad. 


able for estimating the error the difference. 
Obviously this situation overcome replication. 

The third attribute replication the control 
experimental error. This may explained 
example. Suppose the results two therapeutic 
treatments are being compared paired groups 
patients. The measure error determined 
from the variation the differences within the 
pairs and part this difference due the 
real difference between treatments and part 
the variability the groups patients being used. 
This variability among patients may due 
many factors, but their effect will diminished 
replication. 

return the question, “How many cases 
shall need?” answer this the investigator 
must first answer four questions which, for sim- 
plicity, are expressed terms comparing two 
treatments, and each different group 
patients. 

What assurance you require that you will 
not misled chance differences between the 
group and the W-treated group? 

one treatment superior, say over 
how great must the superiority be—that is, what 
the smallest difference that you consider important 
enough detect? 

difference really exists, what assurance 
you desire that the experiment will demonstrate 
statistically significant V-W difference? 

What data are available the outcome 
after either the the treatment? 

Obviously seek evidence small differ- 
ence shall need larger samples than are 
content detect evidence only large difference. 
Also are willing take “fifty-fifty” chance 
detecting difference when really exists, 
i.e. are willing risk half our experiments 
being unsuccessful, may use small samples. 
However, most investigators aim much higher 
percentage successful experiments, generally 
95%, and obtain this need larger samples. 


REL ATIONSHIP SAMPLE SIZE AND SUCCESSFUL EXPERIMENTS 
FOR VARIOUS PROPORTIONS 
BENEFITED TREATMENT 


Benefited treatment Number Experiments 
V-treated W-treated sample successful 
100 19.4% 
23.1 
63.7 
100 97.3 
41.3 
67.5 
100 94.3 


The above table shows the percentage ex- 
pected successful experiments relation sample 
size and the proportion patients 
treatment the V-treated and W-treated groups. 

There .are certain ethical aspects medical 
investigation which must considered the 


experimental design. The main concerns are the 
undesirability producing disease experimentally, 
the desirability otherwise conducting con- 
trolled experiments among ill patients and the 
desirability informing the patient what 
being done. Certain conventional practices have 
been developed about these aspects and, within 
the limits imposed, good experimental design 
still possible. regard the ethical aspect pro- 
ducing disease experimentally seems fair state 
that medical investigation primarily concerned 
with disease occurs rather than with disease 
can produced and therefore there less claim 
than might expected produce experimental 
disease man means increasing useful 
knowledge. Sometimes diseases are deliberately 
produced volunteers, especially the case 
diseases not reproducible animals, and such 
circumstances the restraints experimental design 
and procedure are not much greater than labor- 
atory work. The position different, however, 
patients who have become ill through design 
their own. Here ill patient. Here treat- 
ment which may make him better. Under these 
conditions ever justifiable withhold such 
treatment? the treatment saves the lives many 
patients suffering from otherwise consistently 
lethal disease, controlled experiments will un- 
necessary show its value. The problem arises 
mainly cases where the treatment has, 
most, only small effect where the course 
the disease quite variable. control observations 
are not made such cases accurate information 
about the value treatment will not obtained. 

most medical investigations the co-operation 
the patient sought. some refusals occur, 
the method sampling will biased. This bias 
can hardly avoided and must recognized 
capable affecting the results. not incon- 
ceivable that refusal co-operate indicates, 
some instances, particular constitution associated 
with different survival rate, leading the exclu- 
sion those least likely recover. other in- 
stances the refusal might have quite unrelated 
causes. 


There are other factors which might con- 
sidered discussion experimental design, but 
those presented this paper are applicable, gener- 
ally, most experimental situations. under- 
standing these basic principles essential the 
planning successful experiment. 
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THE HISTORY AND CHARACTER 
GOITRE CANADA 


ISIDOR GREENWALD, 
New York, N.Y., U.S.A. 


THE purpose this paper review the history 
and, some extent, the character goitre 
Canada and indicate their significance for the 
etiology and prevention the disease. For this 
purpose, will convenient discuss first the 
history eastern Canada, primarily the Pro- 
vinces Quebec and Ontario. 


Was PRESENT AMONG THE INDIANS? 


The early French explorers and missionaries have 
left many detailed descriptions the Indians, 
their physique, their illnesses, their methods 
treating these, etc. Several the longer accounts 
have been republished the Champlain Society 
and most the others have been collected the 
original French Italian and English transla- 
tion the Jesuit Relations and Allied Documents. 
all these early accounts that have been able 
locate, there but one mention goitre—that 
the Bréve Relation Bressani, 1653, which 
described the Huron Indians among whom 
was stationed the Peninsula Ontario: “They 
are not found either hunchbacked dwarfed, 
very corpulent, with goitre 


Shortly thereafter, Gendron, Docteur Méde- 
cine, who had spent several years among the 
Hurons, published his book.2 made mention 
goitre. 

few years later, Boucher, who was one the 
early settlers in, and later Governor Trois- 
Riviéres, Quebec, wrote: “Generally speaking, the 
Indians, both men and women, are very well made; 
and one sees very few among them having natural 
defects, such squinting, being humpbacked, 
even lame, unless the cause 

The first evidence the presence goitre, any- 
where Canada, that have been able find 
-an Algonquin word for “gouitre” manuscript 
dictionary compiled about 1688 Louis 
had served along the northern shore Lake 
Huron, also Michilimacinac and, for long time, 
Green Bay. was recalled Quebec 1683, 


and 1691 was the vicinity Chicoutimi and 


Lac Just where had seen goitre 
not known. 

Even 1715, who included words for 
“migraine” and “écrouelles” his dic- 


*From the New York University College Medicine, New 
York. Aided Grant from the National Institutes 
Health and Grant G-4121 from the National Science 
Foundation. 
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tionary the Abniaqui language, had none for 
Between 1740 and 1748, Luc 
Michilimacinac, compiled dictionary the 
Ottawa language 576 pages. had words that 
meant goutte, peste, apoplexia, aposthéme, vérole, 
etc., but found none that meant “goitre” 
“grosse about the same time, Potier® 
the vicinity Detroit compiled “Vocabulaire 
Huron-Frangais” which contains list “maladies”, 
but not among them. 

would appear that goitre was not present 
all among the Indians for more than 150 years 
after the coming Europeans and that, even 
the seventeenth and eighteenth centuries, was 
confined rather small district, presumably 
the vicinity Quebec. 


PROVINCE QUEBEC 


The first known record goitre among the 
French settlers dates from 1731, when Boucault® 
wrote: cependant quelques femmes attaques 
gouette cequi provint accqu’on prétend des 

1781, Baroness von her three- 
day travel road the St. Lawrence Quebec, 
wrote the inhabitants: “Die Frauen haben 
fige Kropfe.” (Many the women have goitres. 

few years later, saw woman with 
large wen” Valtrie and, 1800, 
published his account goitre among the women 
the valley Saintigan Chaudiére. “Cette 
maladie, peut ainsi nommer (car elle 
noccasione aucune douleur) commence plus 
moins bonne heure, par torpitude 
tumeur, devient constitutionelle.” 

the same year, wrote: “Cases the 
goitre have been observed different parts 
Lower Canada, particularly the low and marshy 
grounds, between St. Johns and Montreal.” 

Shortly thereafter, reported 
“Many the females Three Rivers are troubled 
with wens, swelled necks, and other disorders 
the throat, mumps, swelling the glands, etc. 
other parts Canada, there are but few who are 
with these complaints; but Three Rivers 
they seem more general, particularly among 
the women swelled necks were occasioned 
snow-water, think that they would prevail 

more general distribution was indicated, 
though not definitely stated, John Morley, 
Boucherville, 1810 “Goitres (the 
disease the neck common Switzerland) 
are not unfrequent Canada.” There little 
question about the situation 1830, when 
stated: “There many districts amongst the 
native French peasants, scarcely family, without 
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some its members being affected with goitre 
fact, notorious among the residents 
Canada, that the disease mostly confined the 
French peasants, and never appears 
natives Britain, though they have been many 
years the country. have known among their 
children, though rarely.” 


Fig. 1.—Benjamin Smith Barton, 1766-1815. His 
concerning the Disease (Ref. No. 13) well worth 
reading and considering, even today. 


There was considerable discussion about the 
causes Among the more unusual ones 
suggested was that who claimed that 
prevalence goitre was some way connected 
with forest land and that, owing the clearing 
such forests, there had been diminution the 
prevalence goitre. This decrease seems have 
been real, but the idea that was due the 
clearing forests was promptly denied Craw- 
who declared that goitre was still common 
Montreal and other cities and that was ac- 
quired there recent immigrants 
countries. added what seems have been the 
first notice congenital goitre this continent. 
The mother had also developed goitre during her 
pregnancy. However, hers had subsequently re- 
gressed but that the infant had not, the time 
which wrote. 

have found other pertinent references 
goitre the province for number years. 
few patients with goitre were treated the hospi- 
tals Montreal and Quebec, but their numbers, 
well those for the total all patients, were 
too small permit satisfactory statistical treatment. 
October and November 1872, out 320 patients 
treated the Dispensaire St-Joseph, there was one 
with “goitre” and one with “goitre 
This seems have been the first record exo- 
phthalmic goitre Canada. 

Shortly thereafter, interest goitre seems have 
increased. L’Union Médicale Canada, volumes 
1874 1878, published seven notes papers 
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foreign journals, and also review 
which stated: “Nous avons ici 
dans notre pays plusieurs endroits goitre 
semble étre endémique également; serait intéres- 
conclusion que les autorités précédentes, 
dire, que est cause principale.” 

Among the districts which goitre was most 
prevalent was the parish St-Sauveur, about 
miles north Montreal. reported that 
Dr. Kennedy knew families from this 
section who had moved into Montreal “in nearly 
all whom the disease obtained some form. 


several became partially developed cretinism.” 


this diagnosis was correct, would appear 
the first notice cretinism eastern Canada. 


few years later, the 
Notre-Dame, Montreal, wrote goitre “Ici, 
Canada, nous recontrons assez but 
exophthalmic goitre “Le goitre exophtalmique 
est assez rare.” 

late 1898, the Montreal 
General Hospital ended the first paragraph 
report one case exophthalmic goitre with the 
sentence, “As the disease not common, have 
thought that having case illustrate it, might 
our advantage give brief survey it, 
recorded the latest authorities.” 


seems have been the first call 
attention the frequent occurrence cystic 
goitres. divided these into two groups: “colloid 
cysts” (adenomatous nodules with retention) and 
those with larger cysts, most which showed 
evidence hemorrhage. the goitres, the 
surgical removal which was reported 
Bradley found four the former 
type and nine the latter. the following year 
(1897), reported three more cases 
hemorrhagic cystic goitres. 

The reports the hospitals confirm the 
appearance goitre, apparently simple not 
differentiated character, then exophthalmic 
goitre and cystic goitre, with gradual replacement 
the latter the former and hyperthyroidism, 
with without goitre. 

The annual reports the Montreal General 
Hospital record one bronchocele among 908 pa- 
tients 1858. Thereafter, there were none among 
the 16,811 from 1859 1872, inclusive. the 
following years, 1873 1895, there were 
goitres among 46,000 patients, with the first “Graves’ 
disease” being recorded 1876 and the first cystic 
goitre 1895. the following year, there were 
cystic goitres. Figures for some the subse- 
quent years are lacking but those for 1901 1919, 
after which such details were longer given 
the annual reports, are summarized Table This 
also contains summaries data obtained from the 
annual reports the Royal Victoria and Notre- 
Dame Hospitals and from data from the 
Dieu, kindly supplied Dr. Gaston Gosselin, 


1 
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Royal Victoria 


Montreal General 


Cystic 


Notre-Dame 


Tota Total Total 

per Hyper- Cystic per Hyper- Cystic per Hyper- Cystic per Hyper- Cystic 

Years year thyroidism year thyroidism year thyroidism year 


117 1.5 


All enlargements the thyroid, including thyroiditis and, after 1925, hyperthy roidism without goitre. The exclusion the latter would lower 


the proportion present with perthyroidism from about 50% about 40% but would have practically effect 97%. 


Includes ‘‘cystadenoma” and 
1904 and 1905. 


1906, 1908, 1909, 1910 


Eight months 1901, all 1902 and 1905. 1903 and 1904 not available. 


would seem that cystic goitres were once quite 
common but that their numbers had decreased. 
not clear why this decrease should have come 
more than years later among the patients 
than among those Royal Victoria. 

many other regions, goitre the province 
Quebec seems disorder that much more 
common rural districts than cities towns. 
Thus found rare among natives 
the city Montreal, though common elsewhere 
the island. also stated that “was not com- 
mon the city Three Rivers the larger 
villages adjoining”. (Compare with 
But, Adami** pointed out, Graves’ disease was 
found Montreal and other cities. 

Springle, like before him, emphasized the 
rarity cretinism. 

undertook study the distribution 
goitre the island Montreal. “Where the 
wells are deep and the soil chiefly clay, goitre 
less prevalent than where the wells are shallow and 
the soil more sandy. These shallow wells invariably 
contain surface water only, while the deeper ones, 
although containing more less surface water, are 
supplied chiefly from water-bearing strata sand 
gravel.” 

Turning Quebec City, find that 752 cases 
goitre were treated the the ten 
years 1929-1938. Vézina and Jobin*! studied the 
records 666 cases. these, 523 had hyperthy- 
roidism and had the classical triad Basedow’s 
disease: goitre, exophthalmus and tachycardia. 

Curiously enough, none these 666 patients 
came from the Ile but many others did 
live along the banks the St. Lawrence, below 
Quebec. The fairly frequent occurrence goitre 
there had been noted and was also 
indicated the description cure for goitre 
use St-Denis-de-Kamarouska, about miles 
below Quebec, where there was some commercial 
fishing for eels and sardines and where fish was 
usually eaten Fridays during the 

would appear, therefore, that (1) goitre was 
not present before the coming Europeans; (2) 
was first limited and local occurrence; (3) 


1925 1930. 


later became more prevalent; (4) its character 
changed, from simple cystic hyperthyroidism; 
(5) was not often accompanied cretinism; 
(6) its prevalence varied with the water supply; 
(7) was common places the St. Lawrence, 
well below Quebec; and (8) its prevalence 
Three Rivers had diminished the course some 
years. 


ONTARIO 


Apparently, goitre did not become common 
Upper Canada until many years after had been 
quite prevalent Lower Canada. None the 
accounts early travellers settlers refer it. 
Douglas** was concerned chiefly with the diseases 
the army but also wrote the diseases 
the Indians without mentioning goitre. However, 
few years later, stated: “They [the 
are also very commonly subject swelling 
the neck usually called goitres have only 
remark that the neck swells prodigious 
size without producing any pain, other un- 
pleasant effect but that disfiguring and discomfit- 
ing the patient.” 

There seems have been some interest goitre 
Kingston 1829 for, according the 
Kingston Gazette and Religious Gazette 1828-29 
contained account the cure “wen” 
washing two three times day with water 
which salt had been dissolved. 


There long gap the records. 


1873, wrote: “Five-and-twenty years 
ago, the disease was very prevalent many parts 
the counties Kent and Essex. The land was 
only half-cleared timber, badly drained, and 
consequently most the water used those 
neighbourhoods was bad. Since the country has 
been cleared up, and better drained, the. disease 
seems have diminished.” 


According to. “The type disease 
found among patients Hamilton General Hospi- 
tal back that time, from 1868 1886 and 1887, 


i | | 


382 MEN AND CANADA 


her a 


bether 
her 


for 
asleep 
arose 
Iriving 
yp wt 
her 
nurse. | 
Picrre 
miladi | 


miladi 


door 
at it, 
nother 


hed 
waved 

to her 
that 

town 


quiet- 


Are 
ets for 
ather? 


have 


at 


out the 
adg the 
m she 
her— 
reason 
to ap 
other 
‘ou are 
have 
{ter a3 
the 
isit 
ish to 
me. 


appar- 


ere 
inter- 


she 
ermin- 


Sir 
thrown 
time 


1 
then 
rupted. 
foot 
over- 

sck to 


ilready, 
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you hear it. Since 
smooth over facts. 

Ido not understand what you 
would imply, she sail, drewing her 
shaw! round ber with a tresh skiver. 

With rezard your 
that You were blindly, 
jealous 

Go on. 

say think you were the 
wrong scent 


way: 

They between them. 
those interviews they had to- 
zether, her dancing attendance upon 
him perpetually, related that, and 
that 

Her face was more flushed than 
way when the iil temper was 

‘him; and the calmer he spoke the 
more cutting were his words. 
not have told her this. 

was the she inquired 
low tone. 

Nay, cannot they did 
not take into their confidence. 
They did not even take you better, 
perhaps that they had, 
things have turned out, 
some 
secret attached the family, 
under the rose, fer Mrs. Ilare. 
She could not seck out 
she the lady, 
That's all know. 

How did you know it? 

What must you 
tell me. 

scraps their con. 
now then those meet 
sions, 

You told tale me, Sir 
Francis, was remark, she 
her indignant eves toward 

Francis 

war. 

She not trast 
herself reply, and silence 
Sir Francis broke it, pointing wih 
left thumb over bis shoulder 
the direction the cradle. 

What have you nawed that 
article there 

was her icy answer, 

was born the last day 
August: 

Sir Francis threw his arms and 
had overtaken him then advanced 
the and drew cown thes. 

Who like, Isabel. hand: 
som? self 

Were like you spirit, 
would pray that wizht die ere 

could speak she burst forth, 
And then the 
marked out for herself, subsided 
wardly calmness 

What else? retorted Sir Francis. 
You know disposition pretty well 
this time, and may sure 
that you deal out small change 
me, you,will get with 
interest. 

She made reply. Sir 
put the clothes back over the 
child, the fire,and stood 
few moments his back it. 

room prepared for you 

No, not, she quietly rejoined. 
apartments are now; they 

and they can never afford yeu ac: 
that 


Sir Francis walked the table in- 


the great barn room, 
the writing-case from it, gave 
her, 


her keys from the 
stand her elbow, unlocked the oase 
and took from some 

received these from you month 
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A NEW ERAEN PRINTING. 


Printing Establishment 


tn view of the lange amount of JON PRINTING 
which Merchants and Manufacturers of 
and the public generally, will require fur the 


GUELPE 


CENTRAL 


Ty be held on Taesday, Wednesday, Thars- 
day and Frida), 


The Proprietors of the BERALBD. have juat 
campleted arrangements by which they will been 
abled te de ever. of 


PLAIN AND Trance 


JOB PRINTING, 


WITH 
AND DESPATCH, 


£2 All work ready when promised, or no charge 


During the Week the 
be kert open day and night, for 2 
Prom execution of all orders. 


Guelph, August 80th, 1873. dw 


SEWING MACHINE 


=, 


SEWING MACHINEs. 


CANADIAN 


Gratefal 
VINEGAR the most 
ful Invigerant that ever sustained 
the sinking system. 

Person can take Bit- 
ters according directions, re- 
bones are not destreved by mineral 
poison other means, or- 
gans wasted bevend repair. 

and In- 
termittent Fevers, which are 
rivers the United States, 
these the Mississippi, 
Missouri, ‘Tennessee, 
Cumberland, Arkansas, Red, Colo. 
Mobile, Savannah, 
out our entire country daring the 
Summer and remark: 
bly 
heat and dryness, are invariably 
by extensive derange- 
ments the and and 
treatnent, purszative, exerting a 
ous Organs, necessary. 
There cathartic for the purpose 
as they will speedily remore 
dark-col wed vised Linatter with which 
the bowels are loaded, at the same time 
stimulating the seeretion: of the liver, 
and generally restoring the healthy func- 
tions of the digestive organs, 

the body dis- 
ViseGar Birress. No epidemic can 
take bold ef a thus fore-armed. 

Dyspepsia Indigestion, 
ache, Pain in the Shoulders, Coughs, 
Tightnesa of the Chest, Dizziness, Sour 
Eractations of the Stomach, Bad Taste 
tien ef the Heart, Inflammation of the | 
Langs, Pain in the region of the Kidneys, 
amd a hundred other painful symptoms, 
are the off-pringsof Dyspepsia. One bot- 
tle will prove a better guarantee of its 
merits than a lengthy advertisement, 

Scrofula, Evil, White 
Swellings, Uleers, Erysipelas, swelled 
Neck, Civitre, Sevefulous Inflammations, 
Indolent Inflaminations, Mercurial affec- 
tions, Old Sores, Eruptions of the Skin, 
Sere Eyes, ete. In these, as in all otBer 
constitutional Diseases, WaLKrR'’s Vix- | 
have shown their great cur- | 
ative powers the most obstinate and 
intractable 


tent and Intermittent Fevers, Diseases 
the Blood, Liver, Bladder, 
these Bitters have no equal. Such Dis- 
earcs are caused by Vitiated Blood. 

Mechanical 
engaged in Paints and Miverals, such as 
Plumbers, Type-setters, Gold-beaters and 
Miners, as they advance in life, are sub- 
ject to paralysis of the Bowelx. To guard 
Visecar Drrrers occasionally. 

For Skin Diseases, Eruptions, 
Tetter, Salt-Khenam, Blotches, Spots, Pim- 
worms, Seald-head, Sore Eyes, Erysipe- 
Jae, Itch, Scurfs, Discolorations of the 
Skin, Humors and Discases of the Skin of 
whatever name nature. are literally 
short time tho use 

Pin, Tape, and other Worms, 
lurking the many thou- 
sands, aro effvotually destroyed and re- 
mored. No «ystem of medicine, no ver- 
mifages, no authelminitics will free the 


whenever find its impurities bursting 
through skin in Pimples, Bruptions, 


(1872) USUAL (1872) 


House 
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WHOLESALE AND RETAIL 


Direct Importer Dry 
And Family Groceries, Wyndham Street, Guelph 


Ex. STEAMSHIP St, DAVID, from GLAS! 


Ex. Sarmatian, From Liverpoc 
cases Dress (iools, 3 cases Flannels, 

lease French Kid Gloves 


A FULL ASSORTMENT OF MOURNING GOODS, SUITABLE FO 
AND WINTER WEAR, 


Black Crape Clothe, Black Repps, 
double warp Lustres, Black Cloths, 
Black Cobourgs, ; tlack French Merinocs. 


‘The new style Black Paramwattacqualte French Mermoesand weer, we atn 
Craper, on which rain er ait price 


6@ SAMILED SENT PKEE “UARGF THROUGHOUT ONTAKIO. pF 


FRAS 


AGRICULTURAL IMPLEMENT 


Doon Sasm, and Busy Facrorys, and Prasixe 
all kinds Aricultural Implements and Building 


Canadian Sifter Fanning Mill, 
Paris Straw Cutters, 
Little Giant Straw Cutters, 
Horse andl Hani Seed Drills, 
Mon zhs and Turnip Cutters, 


Planing, and Planing and 

Door and Window Frames, 
Doors and Sash, 

Mouldings and Blinds, 
Flooring, etc., etc., 

The attention of Farmers and others is called to his Saperior Horse Tr 

Drill, all of Tron, sows two rows, and runs the cannister with anendless 

stead of friction wheels, therefore is not liable to slip and miss sowing and 


ing alever the sowing can be stepped at any time, thus preventing 
when turning at the end of 


20° Orders fiom a distance carefally attended to, and satisfaction guar 


Guelph, March 2sth, Nelson Crescen 


Spring! Sprin 


Ploughs, 
Spads Shovels, 
Manure Forks, 
Sheep She 


BUILDING HARDWARE, 
Superior Lot Good 


PAINTS, PAINTS, 


AND VARNISHES 
PURE AND 
FREE FROM ADULTERA 


HARDWARE MERCHART, ¢ 


April 


Chair 


James 


(Courtesy the New-York Historical Society, New York City) 
Fig. 2.—Advertisement the Guelph Herald, September 1873. 
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TABLE CRETINS, PER YEAR, THE HOSPITAL FOR SICK CHILDREN AND NUMBERS, PER YEAR, GOITRES AND PROPORTIONS PRESENT 
HYPERTHYROIDISM AND GOITRES THAT AND Two OTHER TORONTO. 


See footnotes and Table 


* 


Sick Children Toronto General Western 
Cretins Goitres 

per per Hyper- per Hyper- Cystic per Hyper- Cystic 

Years year year Years year thyroidism Years year thyroidism 


*No data for 1916. 
years. 
for 1911 not available. 


was very different from what today. There were 
very few cases diabetes goitre among the 
patients.” 

The situation had changed 1920. that year, 
out total 8587 patients the Hamilton 
General Hospital, there were cases goitre, 
0.24%. The numbers and the proportion 
goitres rose steadily about 120 150, about 
1%, which continued from 1927 There- 
after, the proportion diminished, being only 0.73% 
the year the centennial. After 1944, the absolute 
numbers also fell, that for the three years 1953- 
1955, the average number was 34, 0.1% the 
total. (Calculated from data supplied Miss 
Lillian Johnstone, 


Toronto 


1879, professor Trinity Medical 
College, surgeon the Toronto General Hospital, 
and co-editor the Canada Lancet since 1870, 
wrote the thyroid: “It occasionally very much 
goitre. some countries, Switzerland and 
Northern Italy, bronchocele very prevalent 
stated: “The immediate vicinity Toronto not 
goitrous, yet recognized medical and surgical 
centre draws many cases from extensive terri- 
tory around.” 

1903, Bingham,*! assistant professor clini- 
cal surgery, reported successful operations 
for goitre; and four years total 


73. other words, had additional cases 


the four years. 


The first report Graves’ disease seems 
1901, lecturer the Women’s Medical 
College and associate editor the Canadian 
Journal Medicine and Surgery, wrote: “Graves’ 
disease, which accompanied violent palpita- 
tion the heart, staring the eyeballs and 
enlargement the thyroid gland, not every- 
day occurrence.” 

The figures Table show gradual increase 
the ratio “hyperthyroidism” “goitres” the 
Hospital for Sick Children from 1915-19 1933-44 


and indicate similar change the Toronto 
General Hospital from 1906-10 1912-16. They 
also show the rather small number cretins 
brought the Hospital for Sick Children, well 
the increase and subsequent decrease the 
proportion cystic goitres among adults. 


TABLE PER YEAR, AND 
PORTION PRESENT WITH HYPERTHYROIDISM 


See footnotes Table 


Goitres Hyper- Cystic* 

Years per year 
122 


*Includes with colloid 


Ottawa 


have not found, the professional literature, 
any information regarding goitre Ottawa. The 
reports the Civic Hospital are unusual the 
persistence large proportion cystic goitres 
down the abrupt disappearance this diagnosis 
1954 and 1955. 

The history goitre Ontario does not differ 
from that Quebec. There was the same late 
appearance, general spread, spontaneous diminu- 
tion some localities, and later appearance ex- 
ophthalmic goitre. 

This conclusion from the medical literature 
confirmed examination newspapers, almanacs 
and similar publications. the latter part the 
nineteenth century and the early years the 
twentieth, these abounded advertisements 
proprietary medicines and those resident, 
and travelling, quacks. 

1873, nostrum “California Vinegar Bitters” 
(see Fig. was widely advertised the United 
States and, lesser extent, Canada. Another, 
“Excelsior Electric “Eclectric Oil”, made 


| 
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Phelps, N.Y., was also advertised Canada. 
Both these frequently included goitre long 
list conditions for which their use was advocated. 


the same year, travelling quack, Devlin 
Hamilton, included goitre the sixth list 
disorders that was prepared treat 
(Petrolia (Ontario) Advertiser Sentinel, June 27, 
1873). 


Examination hundreds issues 1873 and 
later years yielded mention goitre. From 
1886 1893, inclusive, the “Almanach Peuple” 
(Montreal) advertised “Savon 10—pour faire dis- 
paraitre grosse gorge (goitre). Aussi pour toute 

The next mention goitre any advertisement 
this almanac was 1932, when ALSA was 
advocated for number conditions, including 
goitre. 

found mention goitre large number 
other newspapers and almanacs until, 1910, 
Absorbine, Jr. was recommended for goitre and 
other conditions. Later that year, its use for goitre 
was emphasized (Ottawa Evening Journal, June; 
Presse (Montreal), October 


Probably there were occasional other advertise- 
ments such that the “Cancer Reméde 
Percy. Tumeur Goitre gueri sans couteau 
opération douleur” (La Presse, January 15, 
1910), but have found none, other than that for 
Savon 10, before that year that indicated that 
goitre was frequent enough for specific exploita- 
tion. 


THE PRAIRIE PROVINCES 
Manitoba 


The Red River Settlement was the subject 
several books and many chapters others. 
Certainly, these people were dependent any 
upon the produce the region. Nevertheless, 
there indication the presence goitre there 
until the close the nineteenth century. Before 
that, several travellers who later reported the 
presence goitre Edmonton and other places 
Alberta and passed through 
Fort Garry without mentioning goitre. Indeed, 
many travellers emphasized the remarkably good 
health and excellent physique the settlers. 


John spent about four years there. 
wrote: “The climate Red River found 
nor cough scarcely ever heard among us. The 
only cry affliction, breathing sharp pure 
air, that creates keen appetite, has been “Je 
rien pour 


Several years later (1830), came 
Fort Garry. Shortly after his arrival, Mr. Cochrane 
told him “So healthy the climate that but the 
occasional dropping off old people, death would 
forgotten altogether.” Campbell lived 
there for four five years and, thereafter, travelled 
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widely the Rocky Mountain region: found 
mention goitre his journal. 

William was surgeon Fort Garry from 
1852 1855 and after several years Moose 
Factory returned take charge Fort Garry 
1863. Most the medical references his 
diaries date from his service surgeon. Many 
diseases were mentioned, but not goitre. 

1859, wrote the half-breed popu- 
lation the prairie provinces: 
appearance, the half-breeds are far superior 
either the races which they are 
they are hardy, vigorous and active race.” 

Specifically the half-breeds Red River, 
stated: “Physiquement, les métis sont 
race fort beaux hommes, grands, forts, bien 
faits, teint plus moins foncé and, the 
climate, “le climat Nord-Ouest Canadien est 
éminemment sain.” 

1892, after “Thirteen Years the Prairies,” 
wrote that the climate Winnipeg 
was favourable for patients with asthma and 
phthisis but that there was much catarrh and 
rheumatism there. did not mention goitre. 
Discussing agriculture Manitoba, said “Sheep 
well.” Some years later, the situation had 
changed. wrote Manitoba, “No disease 
other than goitre has caused any particular 

The files Métis, St. Boniface, from 1878 
1881, and the Manitoba Free Press from 
January 1905 January 1924, were examined. 
There were many advertisements proprietary 
remedies and resident and travelling quacks. 
The first mention goitre was small 
“personal” advertisement May 31, 1918, 
resident “drugless physician”. The first display 
advertisement appeared September 14, 1919, 
and was Hughson Toronto. 

The earliest available report the Winnipeg 
General Hospital was that 1895. that year, 
there were two patients with cystic goitres and 
one with exophthalmic goitre, total 1525. 
the following five-year periods, there were 
11,704 the two years 1911-12. Thereafter, such 
information was longer given the annual 
reports. 

eastern Canada, cystic goitres, one 
time, constituted considerable proportion the 
total. the four years 1895-1898, there were 
cystic goitres total but 1911-1912 
there were only out 32. contrast, the 
proportion exophthalmic goitres increased from 
25% 1895-98 50% 1911-12. 

That the latter change continued indicated 
had performed 320 thyroidectomies. 
including primary hyperthy- 


*It was impracticable examine every issue. Those for 


week, more, were examined intervals several months. 
When mention goitre was found, the previous issues were 
examined determine the date first appearance. 


d 
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with without exophthalmos, constituted 
56%. toxic adenoma included, the sum would 
86%. the other hand, there were only 
cystic goitres, 3.75%. 

feature juvenile goitre Winnipeg was the 
marked differences its prevalence ‘in different 
schools. This was noted Hamilton and 
1925, and again 1932, both 
whom related these differences differences 
racial national origin. 

Since the greatest incidence was found among 
the children Jewish, Ukrainian and Polish im- 
migrants, Hamilton and McRae examined 
these, years age, who had arrived after 
January 1925. Only three, 0.7%, enlarged 
thyroids were found, compared with about 80% 
the general school population similar ex- 
traction. Hamilton and McRae wrote: “The ab- 
sence goitre among these people undoubtedly 
indicates that there some anti-goitre factor 
present the country from which they emigrated 
but not present this country.” 

seems that this extremely doubtful. 
certainly least likely that there was 
goitrogenic factor Winnipeg that did not exist, 
was not active, was different strain, 
the countries from which they came. Without 
precise information, difficult certain, but 
probable that there was great deal goitre 
their native countries. the extent which 
they came from the Carpathian region, this 
certain. 

Hamilton and McRae also noted that the 
Indian pupils school some little distance from 
the city Winnipeg had goitres. “These pupils, 
will remembered, have water drink other 
than that from which our Greater Winnipeg Water 
Works supply obtained, and therefore might 
expected show large number goitrous 
children, the only factor producing such was 
the absence from that water iodine. The re- 
markable absence goitre among these Indians 
will have accounted for some other way.” 
Could not have been absence close contact 
with goitrous children? (That Indians contact 
with whites have goitres has been known for North 
America since Barton’s and South America 
for even longer 

the time Abbott’s survey, the proportion 
children with goitres had diminished greatly. 
Abbott gave the major credit for this the use 
iodized salt. the absence any controls, the 
conclusion doubtful validity. also held 
the greater use cabbage and fats respons- 
ible for the greater percentage goitres among 
the children central European, including Jewish, 
extraction. now certain that cabbage can 
have little part causing goitre and, 
the absence any details consumption, 
may doubted that Jewish children ate more 
fat than did the others. They certainly ate pork 
and, probably, little lamb mutton. 
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Alberta 


The history goitre this province particu- 
larly interesting, for furnishes example the 
sudden appearance goitre and cretinism, the 
gradual disappearance, first the latter and then 
the former, and.a return goitre after ap- 
parent absence about years. 

Before the first permanent settlement what 
now Edmonton, the region and that the north 
and west had been visited least five trappers 
and explorers who have left records their 
travels and 
and Harmon.*! None men- 
tioned goitre. 

1819, John Richardson, the physician who 
accompanied the first Franklin Arctic exploration, 
visited Edmonton. From his notebook, Franklin® 
later copied Richardson’s description goitre and 
cretinism. The disease was reported Richardson 
also existing the head waters the Peace 
and Elk (now Athabasca) Rivers. was explicitly 
stated that the disease was not known Carlton 
House. This was Richardson’s own observation, 
for had spent considerable time there. 

1841, Sir George Simpson travelled along both 
branches the Saskatchewan River. When the 
Bow, South Saskatchewan (after having been 
lower down the south fork and from Fort 
Carlton Edmonton the north), wrote: 
the water, like that the Alps, was known 
give the goitre, even far down the forks 
the two great branches the 
The forks are well below Fort Carlton, where 
Richardson had said there was goitre 1819. 

few years after Simpson, Smet* wrote, 
apparently both branches the Saskatchewan, 
“In this climate, wens are not infrequent.” 
February 1858, Hector, physician and member 
the Palliser exploration wrote: 

“Goitre very prevalent among the residents 
here [Edmonton] and the Rocky Mountain 
House, but modified form, and have seen only 
one case which there any approach cretin- 
ism. tabulated the details cases, but 
have not discovered any one condition habit 
life that common all that suffer from the 
complaint. The only curious feature 
that children born one fort are never attacked 
till removed the other, and again disappears 
their return their native place.” 

The immunity children born one fort until 
taken the other difficult understand 
terms the “iodine-lack” hypothesis. con- 
sistent with the view that there were two strains 
goitrogenic agent. that may, the 
definite statement that had seen “only one case 
which there any approach cretinism” shows 
how marked the change had been since 1819. 

Milton and Cheadle spent the winter 1862-63 
Fort Carlton. his journal under date 
October shortly after their arrival, 
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noted: “Goitre frequent amongst dwellers banks 
Saskatchewan: limestone and carbonate lime 
There was dance, which they 
some the girls were good-looking, 
but many them were disfigured goitre, which 
very prevalent among the half-breeds all posts 
the Saskatchewan, although unknown among 
the Indians.” 


Since they later travelled along the Saskatchewan 
Edmonton, may believe that this statement, 
made after their return England, indicates that 
goitre was still common Edmonton. 

Whether this was not, there known 


record goitre Edmonton elsewhere 


Alberta for more than years. The files the 
Calgary Tribune from 1887 1890 and The 
gary Daily Herald 1914 contain many 
ments proprietary medicines, but found none for 
goitre. The Edmonton Daily Bulletin, from Septem- 
ber 25, 1914, through 1917, contained the announce- 
ment local surgeon that would treat goitre. 
1918, another surgeon added goitre the condi- 
tions was prepared treat. 1917, the disease 
was again prevalent, Calgary and Edmonton 
and their respective vicinities. Dr. Shepherd 
McGill University came investigate. found 
goitre but not cretinism. Among the persons 
whom spoke was Whitelaw, who had 
been Edmonton for years; the first ten 
general practice, thereafter health officer. his 
report quoted him: personally 
acquainted with many ‘old timers’ and their families 
who were here when came here years ago, 
and cannot say that recollect seeing single 
case among them.” 


1932, Walker® published the results the 
analyses large number water supplies. 
wrote: “In correlating the prevalence goitre 
Alberta with the lack iodine the water supply, 
the relation does not hold closely has been 
found other countries. For example, the 
mountain region where the iodine content the 
low, goitre rare, but the foothills and 
neighbouring districts the east where the iodine 
content also low, goitre endemic both 
humans and animals.” 


believe that this the first mention 


animals Alberta. 


Saskatchewan 


mentioned above, goitre along the north 
branch the Saskatchewan, though not present 
Fort Carlton 1819, was noted early 1841 
and again the winter 1862-63. The only 
mention along the south branch was 1841. 
Thereafter, there appears record its 
presence anywhere Saskatchewan until the 
twentieth century. Even then, “spot-checks” the 
Regina Morning Leader from October 1917 
March 1924 disclosed many advertisements pro- 
prietary medicines but none for goitre. 
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1934, made study the incidence 
goitre among Saskatoon school children. 
many other places, this was the greater among the 
poorer families and, Winnipeg, among those 
born abroad foreign-born parents. Iodine 
prophylaxis was instituted. This was followed 
marked reduction incidence. However, 1938 
wrote: “This past year marked increase 
was again noted certain schools.” 1934, 
the greatest incidence was among the poorest 
classes and greater proportion among those who 
used well-water city water, not tap, but 
carried into the house. 

The history goitre the prairie provinces, 
particularly Edmonton, way resembles 
infection, severe first, then gradually diminish- 
ing and disappearing completely for years. The 
character the recurrence the introduc- 
tion new strain. 


CoLUMBIA 


What seems notice goitre British 
Columbia quite early, 1824, 
noted, apparently the Finlay River: 


“The men complain numbness their arms 
their hands wrists swelled Galled the 
Snow Water suppose, moreover the White In- 
habitants for have not observed much 
amongst the Indians using the Water for length 
time are subject the swelled Throat occasioned 
some qualities the Water which cannot 
account for, The Earth Stones these Mountains 
well Peace River the Plains below are 
strongly impregnated with kind salts also 
petrifying waters, but suppose neither these 
can satisfactorily accounted for the cause 
these Gutturals, can only attribute them 
Snow Water melted the mountains some other 
essence mixture the Waters inherent the 
Rocky Mounts.” 


found mention goitre the explorers 
and travellers who used the more southern passes 
and the Columbia and Fraser Rivers. 


According goitre was common 
humans and the Pemberton valley 
1917. There were serious losses young animals. 
One the farmers sought help. According 
was from him 1917; according 
Keith, was from the Bureau Animal Industry 
Washington, who referred him Marine 1918. 
any rate, used iodine and his troubles were 
over. 

Just why should have been necessary 
far for help not clear. 1916, the Department 
Agriculture the province had issued its Bul- 
letin 67, “The Care and Feeding After 
mentioning that goitre was common cattle and 


*Considerable attention given this situation because 
some Keith’s statements have been widely circulated 


protagonists the “iodine-lack” hypothesis. 
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humans some districts the province and that 


lime-water, salt and sulphur had all been useful 
some cases, recommended, apparently for 
humans, removal another locality and application 
iodine ointment tincture iodine. For 
cows, prescribed 1.5 drams (5.8 g.) potassium 
iodine daily, and for calves grains (1.3 g.). 


noteworthy that Bulletin 60, “Hog Raising 
British Columbia”, published 1915, 
nothing about goitre hairlessness piglets. The 
first mention this that have found was 1919 

humans, and both said 
that goitre was common many districts British 
Columbia. the Pemberton Valley 1917, Keith 
wrote: “All the babies born the district had goitre, 
and almost every woman coming into the valley 
would develop goitre few months year. 
Bachelors having cows and using only con- 
densed milk would show goitre within few weeks’ 
time, certainly few months.” rather contra- 
dictory statement was given Waller: infants 
born the district rapidly develop goitre when 
given fresh cows’ milk, though not when fed im- 
ported condensed milk.” Waller quoted many other 
observations indicating the presence infection. 


1922, when Keith visited the district, “could 
not find goitre animal human being.” 
However, later paper, wrote that 
recent survey school physicians showed that 
80% the children Pemberton had goitres. 
also related that “On more than one occasion 
man suffering from goitre has gone work the 
Hatchery the Birkenhead River, and after 
residing there for some time has lost his goitre.” 
The water there contained iodine. Keith con- 
cluded: “It probable that anyone residing the 


Hatchery would consume certain amount 
salmon.” 


that same paper, recent surveys school 
physicians were said have shown that 
the children Vancouver and 14% those 
Nanaimo (on the coast Vancouver Island) had 


goitres, Did not these children have fish and shell- 
fish? 


Goitre British Columbia appears have been 
quite different from that other parts Canada. 
other province was there this great incidence 
among farm animals even after years human 
goitre. 


Goitre had been prevalent among humans 
some parts the Province Quebec for many 
years and, the Island Montreal for more than 
years before wrote: “In cattle, sheep, 


horses and dogs, not uncommon all goitrous 


districts, and the young frequently succumb it. 
Dr. Baker (D.V.S.) informs me, however, that 
sheep and calves they live for little while the 
swelling may entirely disappear.” have found 
other reference goitre any appreciable preva- 
lence among animals eastern Canada. 
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SUMMARY 


The history goitre Quebec, Ontario, the Prairie 
Provinces and British Columbia has been reviewed. 
has been shown that there abundant evidence that 
the Indians did not have goitre before the coming 
Europeans and for many years thereafter. The incidence 
goitre seems have increased early this century 
and have changed its character 
benign simple goitre cystic goitre exophthalmic 
goitre thyrotoxicosis without exophthalmos. Only 
Edmonton, Alberta, 1819, was cretinism serious 
accompaniment and only British was 
goitre animals important. place and time 
does deaf-mutism appear have been frequent. 


submitted that the history goitre Canada, 
many other countries, “an infection 


with varying strains different regions and different 
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CASE REPORT 


ENTEROBIUS VERMICULARIS 
GRANULOMA THE INGUINAL 


KARNAUCHOW, M.D., North Bay, Ont. 


TRUE granulomas caused Enterobius 
vermicularis and their ova and upon the internal 
genitalia and serosa the pelvis and intestine 
females are well The lesion 
described here falls into this group. Because its 
extraordinary location considered worthy 
reporting. 


B.M. (SJH-452-60), 26-year-old married woman, 
complained bulging mass the left inguinal re- 
gion which had caused considerable discomfort and pain 
during her previous pregnancy. Physical examination, 
save for the presence reducible, left-sided inguinal 
hernia, was essentially negative. The patient underwent 
herniotomy during which small mass was found the 
tip the hernial sac. The mass was firmly 
the external aspect the peritoneum. 


*From the Department Pathology, St. Joseph’s General 
Hospital, North Bay, Ont. 


Gross Examination: The specimen consisted 
irregularly oval, brownish-grey, rubbery nodule measur- 
ing 1.8 1.0 0.5 cm. and was covered few 
fibrofatty tags. Bisection revealed centrally located 
cavity surrounded thick band homogeneous, 
hard, pale grey tissue. The cavity was filled with 
edematous, somewhat spongy, friable grey material. 

Microscopic Examination: The mass had the config- 
uration lymph node and its central part was occu- 
pied necrotic tissue. This tissue contained female 
Enterobius vermicularis and its ova, well poly- 
morphonuclear leukocytes, macrophages and eosinophils. 
the periphery there was thick band fibrous tissue 
infiltrated lymphocytes, macrophages, few eosino- 
phils and occasional small giant cell. The lympho- 
cytes formed few small lymphoid follicles; however, 
cortical and medullary sinuses well 


could not identified. 


Initially the above-described lesion was thought 
represent granuloma due Enterobius 
cularis external iliac lymph node, pushed into 
the inguinal canal the hernial sac. Review 
pertinent literature yielded two reports Entero- 
bius vermicularis granuloma occurring lymph 
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Fig. vermicularis granuloma. General lymph- 
node-like appearance lesion. 


nodes. The lesion described Deeds* was located 
lymph node near the round ligament the 
uterus, and the author suggested that the para- 
site reached through the peritoneum. Kastra- 
nek’s® lesion was located lymph node near 
the vermiform appendix, and believed that the 
infestation occurred via the lymphatic channels. 
However, lack burr this species parasite 
and the size the mature female Enterobius verm- 
icularis make both explanations difficult accept. 
his paper the pathology entero- 
biasis stated that did not believe that their 
lesions were lymph nodes but represented, 
fact, granulomas arising upon the Indeed, 
perusal their papers forces one agree with 
Symmers. The lesion reported Deeds does not 
show recognizable histological features lymph 
node. Kastranek gave other basis for assuming 
that was lymph node than the vague general- 
ization “lymphoid tissue with connective tissue 
Re-examination histological prepara- 
tions the lesion reported here similarly showed 
lack characteristic structures indicate that the 
mass was lymph node. 


seems the consensus that the infestation 
pelvic organs and peritoneum occurs predom- 
inantly the female and via the lumina the 
vagina, uterus and Fallopian tubes and not 
migration parasites through the peritoneum, the 
walls viscera via lymphatic channels. Upon 
reaching the peritoneal cavity, the parasite excites 
granulomatous reaction the serosa and forms 
nodular lesion which may resemble lymph node 
superficial examination, both gross and micro- 
scopic. The resemblance may very strong, 
especially through the force suggestion, when 
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Fig. 2.—Enterobius vermicularis granuloma. Cross-section 
female parasite lying within necrotic centre the lesion. 
Ova are present and around the worm. 


the lesion found where the lymph nodes are 
expected present. 


The location the lesion reported here very 
unusual. The only other such instance was re- 
ported Fingerland and The granu- 
loma their case was found the right inguinal 
canal 49-year-old woman and presented 
painful mass. The mass was found adherent 
the processus vaginalis peritonei and contained 


Enterobius vermicularis ova. There were para- 
sites. 


Clinically the lesion difficult, not altogether 
impossible, diagnose. However, may sus- 
pected otherwise healthy female with evi- 
dence Enterobius vermicularis infestation. 


SUMMARY 


case Enterobius (Oxyuris) vermicularis granu- 
loma the inguinal canal described, and the pertin- 
ent literature reviewed briefly. The case probably 
belongs the category medical curiosities. 
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FTER 13-year hiatus the Chateau Laurier 

the nation’s capital once again provided the 
setting which the Fellows Canada’s Royal 
College Physicians and Surgeons foregathered 
from January 19-21 hold their thirtieth annual 
meeting. Within this three-day period the College 
and its Fellows were extolled the Governor- 
General and the Prime Canada, 
artistically needled Ottawa’s dynamic lady 
mayor, and exhorted the silver brogue Mr. 
Grattan surely one the most evangel- 
istically articulate champions Canadian culture 
and political conscience. 

Aside from scientific program that improves 
quality with every year, the 1961 meeting was 
highlighted impressive ceremonial events. The 
first these was the official opening the 
College’s new headquarters building January 
the Right Honourable John Diefenbaker, 
Prime Minister Canada, with Mrs. Diefenbaker, 
the Minister National Health and Welfare, 
his Deputy Minister Health and their ladies, 
attendance special guests. Against the back- 
drop the spacious new second-floor Board Room, 
its decor model good taste, the element 
colour was amply provided the gay attire the 
ladies and the brilliantly begowned members 
the College Council and Executive. Apropos 
the latter, Mayor Whitton, her irrepressible spirit 
unbowed the burden her massive chain 


office, remarked that while she could readily under- 


stand the symbolism implied the royal purple 
the physicians’ gowns, the meaning that 
bloody red sported the surgeons escaped her 
entirely. 

The College President, Dr. Donald Thompson 
Bathurst, N.B., traced the development and vicissi- 
tudes the College since its Act Incorporation 
received the Royal Assent His Majesty King 
George June 14, 1929, paying special tribute 
the contributions the Canadian Medical Asso- 
ciation, the co-operation.of the National Research 
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Council and the Government Canada, and the 
efforts pioneer members which have been 
small way responsible for the College’s subsequent 
story success. President Thompson pointed out 
that from its very beginning the College by-laws 
stipulated that its headquarters was located 
Ottawa, fact that was never lost from sight 
throughout the years operation its peripatetic 
secretariat. The foresight and tireless work the 
building committee was finally brought fruition 
June 1959, when His Excellency, the Right 
Honourable Vincent Massey, then Governor-Gen- 
eral Canada, laid the cornerstone the College’s 
new home Stanley Avenue, 
dollar structure overlooking the Rideau River from 
its east bank and aptly described the Prime 
Minister magnificent edifice”. 


Mr. remarks were both compli- 
mentary and reassuring. spoke the opening 
the new College headquarters momentous 
occasion” which marked milestone the history 
the development the medical profession 
our country”, and paid tribute the role 
physicians Canadian life and the contribution 
the Royal College its attainment excellence. 
Referring any future plans for the provision 
health services, the Prime Minister stated that, 
member profession himself, hoped see 
that the freedom and responsibility the medical 
profession well the freedom choice 
doctors the patient would ensured and all 
times respected. 


Dr. MacGregor Parsons, President 
the Canadian Medical Association, emphasized 
that “Stirring days lie immediately ahead for all 
us. these days never before will vitally 
important that all the many components our 
profession remain united are accomplish 
our common purpose promoting the continued 
advance medicine and its application the 
benefit our fellow citizens.” Surely these are 
words wisdom heeded with care. Factional 
segmentation and internecine strife within the pro- 
fession can have only evil results, the detriment 
the quality medical care for the Canadian 
people and doctors themselves. 


The College convocation January was 
model impressive ceremonial dignity under the 
capable supervision President Thompson with 
Secretary Graham the role most efficient 
master ceremonies. One hundred and seventy- 
four new Fellows were admitted the College. 
Honorary Fellowships were conferred His 
Excellency, Major-General Georges Vanier, Gover- 
nor-General Canada; Sir Walter Mercer, Edin- 
burgh surgeon extraordinary versatility; and Mr. 
McLaughlin, Chairman the Board Gen- 
eral Motors Canada and generous benefactor 
the Royal College Physicians and Surgeons 
Canada. The Governor-General’s address provided 
that blend wisdom, learning, encouragement, 
sound advice and gentle humour that one would 
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from this distinguished soldier, statesman, 


scholar and gentleman. 

The scientific program involved the presentation 
papers four sessions the Division 
Surgery and three sessions each the Division 
Medicine and the section Obstetrics and Gyne- 
cology. additional joint session the Divisions 
Medicine and Surgery was devoted papers 
the medical and surgical aspects cardiovascular 
disease. The mysteries the relatively new 
discipline with the imposing designation “environ- 
mental medicine” were explored symposium 
that might well have taken its text the 139th 
Psalm, for the discussion ranged literally from 
problems involved taking the wings the 
morning and ascending into heaven, the 
hazards dwelling the uttermost parts the 
sea. second timely symposium provided far- 
ranging discussion the irradiation hazard. 
Canada. Symposia this type offer useful forum 
for intensive discourse topics major current 
interest and concern and seems likely that future 
programs the College will incorporate this com- 
mendable feature. 

The Annual Lectures Medicine and Surgery 
delivered Dr. Jacques Genest Montreal and 
Dean Walter MacKenzie Edmonton, and the 
reports the College’s 1961 Medallists Medicine 
and Surgery, presented Drs. John Orval Parker 
Peterborough and John Staton Speakman 
Toronto, respectively, will receive further comment 
elsewhere the Journal. Suffice say that 
the calibre these presentations bears impressive 
witness the high standard excellence 
Canada’s established medical educationalists and 
speaks well for the quality young Canadian in- 
véstigators now making their mark this country 
and abroad. 


For the first time the Gordon Richards Memorial 


Lecture was incorporated into the College program 
and was delivered entertaining and forceful 
manner Dr. George Moore, Director the Ros- 
well Park Memorial Institute Buffalo, New York, 
the topic “Tumour Cells and Their Spread”. 

Comment the 1961 meeting the College 
would not complete without due recognition 
the efficiency and careful planning the Executive, 
the Council, the Program Committee and the 
Secretariat. relatively new and most commend- 
able feature now being provided the College 
its annual meetings the Public Relations service 
which this year was managed with neatness and 
despatch Mrs. Mary Weil Montreal. 

President Thompson observed, “In the short 
space thirty years much has been accomplished 
the College the elevation and maintenance 
high standards medical education 
tice, all which reflected the quality medi- 
cal care that the Canadian people receive.” The 
1961 annual meeting the Royal College Phy- 
sicians and Surgeons Canada gave added mean- 
ing his words. 
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STATISTICAL METHODS MEDICINE 


HAS become the custom recent years 

support conclusions reached medical investi- 
gation the statement that the results have been 
examined statistician and found signifi- 
cant. Now the medical reader becomes concerned 
with how the statistician has examined the results 
and what means when says they are signifi- 
cant. Numerous books have been written explain 
these matters, but all too rarely have these dealt 
with the field medicine and, unfortunately, 
mathematical jargon which repels the average 
medical reader. Nevertheless the ever-expanding 
statistical concepts all phases medical 
practice makes major importance that doctors 
understand these concepts and appreciate that 
such knowledge preferable blind faith 
current fashion the infallibility statistical 
authority. 

The fundamental purpose statistical methods 
help the comprehension and interpretation 
the results research studies and surveys. 
Whether the data relate the value new 
vaccine, the sexual behaviour humans 
the population country, they must reduced 
some fashion form which they can 
understood and interpreted properly. Modern sta- 
tistical methods lean heavily the theory 
probability, originally developed mathematicians 
connection ~with the practical problems which 
arise games chance. The whole body ana- 
methods, whereby inferences 
concerning the population are drawn from set 
ability. Both the gambler and the statistician 
calculate and are governed the risk associated 
with possible decision course action, 
wager the turn card conclude that 
set experimental results “significant”. The 
actual result that will occur any single event 
course unknown, but the theory probability 
does tell what will happen very large number 
such events, i.e. the long run. From this theory 
the chance (probability) particular one all 
possible results occurring single event can 
determined and this basis decision can 
made the action taken the interpreta- 
tion applied. 

any scientific conclusion said 
proved the basis experimental evidence, those 
who refuse accept the conclusion take one 
two lines attack. They may claim that the inter- 
pretation the experiment faulty that the 
experiment itself was ill-designed. the former 
the correct use statistical techniques 
and reasoning powers involved while the 
latter understanding the logical structure 
experiments. Essentially these two sorts 
criticism are aimed different aspects the same 
whole. the design experiment faulty, 
any method interpretation which makes out 
decisive must faulty too. medicine, the 
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planning and interpretation experiments must 
studied from many sides, especially when the 
subjects are human beings; for however much alike 
might make two groups patients with respect 
age, duration disease before treatment, sever- 
ity disease (however measured) and host 
other features, interpatient differences would al- 
ways remain. There would factors, many 
them unknown, the patients when first seen, and 
events and environment during therapy, that 
would might make different patients respond 
differently exactly the same therapy. 
Recognizing the importance and significance 
statistical methods medicine, the Journal pro- 


poses publish, this and following issues, 


series statistical articles which will lead the 
reader, and hoped, the future writer, 
through the simpler avenues this subject. 
felt that greater familiarity with medical statistics 
desirable and that these articles may foster this 
and develop also what has been called “statistical 


tact” which rather more than simple good 
sense. 


EPISIOTOMIES 


speaking, all primigravidas, most 
patients with breech deliveries, and some 
gravidas have perineal incisions the time 
parturition. One believes that the most 
common failing non-specialist obstetrics the 
restricted use episiotomies. One rarely ever 
regrets performing this operation; one commonly 
regrets omitting limiting it. may said that 
episiotomies became part hospital obstetrics 
contradistinction that conducted the home. 

Extension lacerations through the sphincter 
ani where episiotomy has been avoided the 
delivery unattended usually followed horrified 
expressions behalf everyone except the new- 
born infant. Under these conditions the repair 
difficult; the results uncertain. 

The hazard having episiotomy extend into 
the rectum has not limited the use this procedure. 
The repair extended mediolateral episiotomy 
far more difficult than that complication when 
arises following midline episiotomy. 
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Other advantages the median episiotomy are 
the ease repair, improvement healing, smaller 
loss blood and lessening discomfort for the 
patient. The only advantage that the mediolateral 
episiotomy might have the lower incidence 
sphincter tears. However, this complication may 
easily overcome careful repair? with un- 
toward after-effects. Any extension any epi- 
siotomy best considered arise through careless- 
ness. 

summary, then, not recommended that 
the mediolateral episiotomy abandoned. Its judi- 
cious use difficult deliveries, for patients with 
short perineal bodies, and breech presentations 
should still considered. The median episiotomy 
should the procedure choice with few ex- 
ceptions. The end results are gratifying both the 


physician and the patient. 
REFERENCES 
MILLER, L.: Am. Obst. Gynec., 80: 813, 1960 
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SEPTUAGENARIAN SOVIET MEDICINE 


recent issue Khirurgiia (No. 10, October 

1960), noteworthy tribute paid the 
editorial board Academician Bakulev 
the occasion his 70th birthday. activi- 
ties and achievements general surgeon, 
thoracic surgeon and one the pioneers 
cardiac surgery the Soviet Union, have been 
duly recognized the Soviet Government. 
the recipient two Orders Lenin and various 
other medals and Orders, both the Soviet Union 
and abroad. 

interest the observation that now, here- 
tofore, the 70-year-old Bakulev can seen daily 
his clinic, teaching undergradute and graduate 
students carrying with his work the oper- 
ating theatre. addition his day filled usual 
with other duties scientific nature and with 
those inherent his position deputy the 
Supreme Soviet the U.S.S.R. 

appears that years not necessarily the 
age retirement for medical personnel the 
Soviet Union. 


PAGES OUT THE PAST: FROM THE JOURNAL FIFTY YEARS AGO 


FREEDOM PRACTICE 


The most important matter now before the medical pro- 
fession Canada the struggle obtain freedom 
practice the nine provinces for all physicians who are 
properly qualified practise any one. 

present situation singularly anomalous. There 
means which reciprocity can obtained between 
single provinces and parts the Empire outside Canada; 
there none which reciprocity can obtained directly 
between the provinces themselves. 

remedy this curious affairs, amendment 


the Canada Medical Act, passed 1902, and known 
“The Roddick was offered the Canadian House 
Commons November 28, 1910, Dr. Black, 
M.P. for Hants, the request Dr. Roddick, who not 
now the House, but much concerned ever about 
putting into effect the complete provisions his Act. The 
amending Bill was read for the first time, and was referred 
special committee which will meet such date 
will give ample opportunity for all medical councils, which 
desire, make their opinions known.—Excerpt from 
editorial, Canadian Medical Association Journal, 160, 
February 1911. 
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doctors February—April 1960. reproduce hereunder the narrative portion the report the Special Committee 


Prepared 
the Department 
Medical Economics. 
The Canadian 
Medical Association 
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Our sources information are private communications and published comments medical journals and the 
lay press. These are usually reliable but incorrect quotation interpretation always possible. 


There has been revival interest the results the Questionnaire Health Insurance circulated all Canadian 


Prepaid Medical Care which conducted the survey and which reported the General Council the 93rd Annual Meeting. 


10,669 interpretable responses were received, return approximately 53% 
which are assured adequate reply enquiry designed require 
personal identification and precluding any follow-up. This report will 
cover only the results the questionnaire they apply Canada 
although data provinces will later available the Divisions. 
Respondents, residence, are follows: 


Newfoundland 106 Ontario 4,274 
Prince Edward Island Manitoba 597 
Nova Scotia 394 Saskatchewan 615 
New Brunswick 222 Alberta 847 
Quebec British Columbia 1,253 


respondents work the Territories and failed identify their 
residence. 82% respondents received their medical education Canada, 
10% the United Kingdom and other countries. 

Half the respondents qualified medicine prior 1945 and half since 
that date. The distribution size community shows 20% towns below 
10,000, 27% cities from 10,000 100,000 and 53% cities over 
100,000. 

Private general practice the field 45% respondents, private 
specialty practice 38%, teaching 2%, administration and "other" 12%. 
The latter group consists interns and residents, doctors holding 
clinical appointments institutions, workers health and other 
medical fields. 


78% respondents derived more than half their income from professional 
fees and 22% less than half, predominantly salary. 

The second portion the questionnaire was concerned with relations with 
existing insuring agencies and was answered doctors principally 
engaged private clinical practice. 77% respondents identified 
selves participating physicians medically sponsored prepaid medical 
care plans while 23% stated that they were variety 
reasons were recorded for participation which are 
not pertinent this report. Your Committee was, however, struck with the 
fact that only over 2,100 respondents cited 
ministrative difficulties the reason for holding aloof. 

87% participating physicians always usually accept the payment made 
the plan full and final payment for the services rendered. 

The respondents overwhelming fashion (85%) answered affirmatively the 
question the continued sponsorship the profession plans 
paid medical care and indicated that they liked their patients 
covered plans. substantial majority (66%) felt that 
they were sufficiently informed about their plans but only 40% indicated 
that they strongly agreed agreed the statement have sufficient 


(over) 


/ 


NEWS AND VIEWS the economics medicine (cont’d) 


significant that 1,666 doctors were undecided this question. Your 
Committee feels that such high proportion doctors indicates dis— 
satisfaction with their part the management the plans which they 
sponsor and support remedial action called for. 


The response the profession coverage commercial indemnity plans shows 
significant shift attitude. The statement like patients 
covered commercial indemnity insurance company plan(s)" was answered 
affirmatively 4,221, negatively 3,260, while 1,383 were undecided. 

the matter payment under commercial indemnity contracts 61% 
spondents registered dissent the method which the patient 
bursed the insuring agency and 68% expressed their preference receive 
payments directly from the insurance company. 

This attitude was further reinforced the answers the next question which 
showed that 87% respondents always usually accept assignments 
directly from insurance carriers. 

Your Committee interested note that when insurance companies pay 
doctors' accounts the basis minimum provincial tariffs 93% 
spondents indicated that they always usually accept these amounts 
full and final payment. Where less than the provincial schedule paid, 
74% doctors always usually bill the patient for the difference. 

Relations with government the heading the third section the 
naire. 59% respondents indicate their belief that voluntary methods 
prepayment can extended that the public will not request 
supported program while 25% not hold this view. sizeable total 
1,629 doctors, 16% respondents, were undecided this question. 
strating their sincerity the extension voluntary cover 60% 
spondents indicated their willingness accept reduced fees for service 
the aged, the chronically ill and other categories. 

government intimates its intention start medical care plan cover 
all residents province, clear mandate provided 91% 
ing doctors for organized medicine negotiate acceptable plan. Despite 
this, sizeable minority (32%) answered the next question indicating 
their view that The Association should advise government that the 
fession will not participate any government program. Your Committee 
inclined interpret this their attitude negotiation should fail 
obtain plan which acceptable the profession. 


1,359 respondents considered the introduction medical care 
program unlikely the foreseeable future, 6,008 considered 
probable, 2,184 inevitable and 870 imminent. 


program introduced doctors have very decided feelings 
the methods administration. Strongest support (74%) afforded for 
administration the profession's sponsored plan(s) with the addition 
government representation the board. Administration Departments 
Health opposed 70% respondents while the attitude toward 
mission administration with professional representation intermediate 
between these extremes. 


The responding doctors have very clear views the methods remuneration 
physicians under program. Payment capitation fee 
jected 82%, and remuneration salaried service 84%. Remuneration 
directly from the plan supported 87% 
dents. 

mixed reaction was afforded the statement "If program 
introduced would accept administrative arrangement wherein the patient 
paid directly and then the-patient was reimbursed the plan". 5,820 
respondents favoured this arrangement, 3,259 opposed and 1,331 were 
decided. Your Committee feels that lack experience Canada with 
imbursement methods made this question not well understood and that many 
doctors regarded doubtful practicability. 
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During the Christmas recess important announce- 
ment was made with regard the proposed Royal 
Commission Health Services. 

Chief Justice Emmett Hall has been appointed 
Chairman the Royal Commission. The Honourable 
Mr. Hall the Chief Justice the Court Queen’s 
Bench for the province Saskatchewan. Chief Justice 
Hall was educated Saskatchewan and has long been 


prominent law associations and other community 
associations. 


Recently the annual meeting the Royal College 
Physicians and Surgeons Canada, the Prime 
Minister officiated the opening their new building 
here Ottawa. drew the attention the assembled 
doctors the Federal Government’s responsibility 
raising standards health Canada and stated that 
the Royal Commission Health Services would study, 
among other things, the matter health insurance. 

any such plan, said the Prime Minister, the freedom 
and responsibility doctors would all times 
respected, well the “right choice” the patient. 

Horner, M.D., M.P. 


MEDICAL NEWS BRIEF 


DISTRIBUTION STAPHYLOCOCCUS 
AUREUS HOSPITAL INFECTIONS 
AND EPIDEMICS RELATED 
SPECIAL PHAGE TYPES 


Between September 1958 and October 1959, 1290 
strains Staphylococcus aureus from infected patients 
and human bacterial flora the same hospital were 
studied Winblad (Acta path. microbiol. 
50: 64, 1960) with respect phage type and anti- 
biogram. Twenty-two per cent strains originated 
from patients with furunculosis, 18% from urinary in- 
fections, and 28% from other suppurative infections; 
6.2% came from surgical wound infections. 

24.3% were phage-type 80/81, 26.4% were 
from phage-types group III and 22.9% were not 
phage-typable. 

24.2% were sensitive penicillin, 59% sulfona- 
mides, 51.6% streptomycin and 80% tetracycline. 

Penicillin resistance Staph. aureus from infectious 
lesions increased from 28.6% 75.8% between 1951 
and 1958. The corresponding figures for streptomycin 
were 8.5% 48.4%, and for sulfonamides, 28.8% 

The antibiogram the various strains exhibited 
one six patterns: (a) strains sensitive all drugs 
tested, (b) strains resistant penicillin only, (c) 
strains resistant sulfonamides and penicillin, (d) 
strains resistant sulfonamides, penicillin and strepto- 
mycin, (e) with broader resistance spectrum, and (f) 

with broad resistance pattern but sensitive penicillin. 

Among 295 patients with furunculosis, 74.8% showed 
strains phage-type 80/81. 366 Staph. aureus 
cultures from urinary infections, 47.2% were non- 
typable. Most strains from infected operative wounds, 
otitis media and other suppurative. infections were 
phage-types group III. 

Staphylococci from patients with furunculosis showed 
antibiogram type (d) (see above). Most those 
from operative sites and urinary infections showed 
antibiogram type (e). 

Furunculosis occurring inside the hospital was 
epidemic nature and very contagious. Identification 
specific strains Staph. aureus important control 


epidemics caused thereby, especially hospital 
similar environments. The course different forms 
hospital epidemics should followed fairly closely 
routine determination phage types and antibio- 
grams. The different pathological and clinical manifes- 
tations caused specific staphylococcal strains suggest 
that specific strains these bacteria produce different 
clinical entities. 


FAMILIAL NEONATAL NEUTROPENIA 
WITH MATERNAL LEUKOCYTE 
ANTIBODIES 


Brown, Buckwold, Emson and Russel St. Paul’s 
Hospital, Saskatoon, have reported the history 
family with three cases neonatal neutropenia (Blood, 
16: 1745, 1960). The data obtained their study 
indicated sensitization the mother her husband’s 
leukocytes with the formation antileukocyte anti- 
bodies. Succeeding pregnancies with fetuses bearing the 
appropriate antigens resulted further stimulation 
maternal antibody. Neonatal neutropenia and infection, 
causing the death one the affected infants, was 
probably the result the transplacental transfer the 
antileukocyte antibody. the last pregnancy, rising 
leukocyte antibody titres were present, reaching peak 
just before delivery (1:512) and declining thereafter. 
Passive transfer this infant was demonstrated the 
presence antibodies the cord blood. This preg- 
nancy resulted infant with severe degree 
neutropenia during its neonatal period. 

The original sensitization was attributed prior 
transfusion with the husband’s whole fresh blood. 
considered that the transfused leukocytes would have 
been fresh and comparatively uninjured and may 
presumed have been more potent antigenically than 
the old and damaged leukocytes blood stored glass 
containers. This may explain the comparative rarity 
acquired sensitization transfused leukocytes, 
situation which may not continue with the increasing 
use plastic equipment the storing and transfusion 


blood. 
(Continued advertising page 32) 
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MEDICAL MEETINGS 


THE ROYAL COLLEGE 
PHYSICIANS AND SURGEONS 
CANADA 


For the first time since 1948 the Royal College 
Physicians and Surgeons Canada returned 
the Chateau Laurier Ottawa for its 1961 
annual meeting January 19, and 21. 


Dominion-Wide, Ottawa 

The new headquarters the Royal College Physicians 
and Surgeons Canada. 


One the meeting’s ceremonial highlights was 
the official opening the College’s new head- 
quarters building Stanley Street, the Prime 
Minister, Thursday evening, January 19. These 
ceremonies were held the decorous and dignified 
atmosphere the new board room. view the 
limited number occupants that could accom- 
modated therein, the official opening ceremonies 
were viewed sevéral hundred Fellows and their 
guests through the medium closed-circuit tele- 
vision outlets located strategically other areas 
the College building. This and the other cere- 
monial events the program receive more detailed 
comment the editorial pages this issue. 


ADDRESS THE PRESIDENT THE OPENING 
THE COLLEGE HEADQUARTERS BUILDING, 
January 19, 1961 


Dr. THOMPSON, 
Bathurst, N.B. 


Mr. Prime Minister, 

Your Worship Mayor Charlotte Whitton, 
Distinguished Guests, 

Fellows the College: 


This indeed historic occasion the life The 
Royal College Physicians and Surgeons Canada. 
The Act Incorporation the College after passage 
through the Canadian Parliament was Royal 
Assent June 14, 1929. 

From the very beginning the by-laws the College 
stated that the headquarters the College were 


located Ottawa. The early struggles the College 
and the vicissitudes that time housing the infant 
organization are reflected the deliberations Council. 
For the first three years existence the College, the 
administrative affairs were conducted Toronto 
Dr. Routley, Registrar Secretary the College 
and General Secretary the Canadian Medical As- 
sociation. The initial housing the College was the 
offices the Canadian Medical Association. this 
occasion would like acknowledge the early contri- 
bution our College the Canadian Medical Associa- 
tion. 


April 1933, the headquarters the College were 
transferred the office the late Dr. Warren 
Lyman Ottawa, where they remained for six years. 


During the critical war years 1939 1946, our 
headquarters were maintained the National Research 
Council building, and happy express the ap- 
preciation the College the Canadian Government 
for this sympathetic assistance critical time. 


From 1946 1959 suite rooms 150 Metcalfe 
Street became the headquarters the College during 
period intense activity the time the expansion 
the post-war years. The late Dr. Elmer Plunkett, one 
the first two Fellows examination the Division 
Medicine, became the Assistant Secretary. 1939, and 
1945 succeeded Dr. Lyman Honorary Secre- 
tary and carried this capacity until his untimely 
death 1953. 


During these years the College had not lost sight 
the original objectives the Founders the College, 
and finally Building Committee under the chairman- 
ship Dr. George Hooper this city was appointed 
Council. Their work was brought fruition 
June 1959, when His Excellency, the Right Honour- 
able Vincent Massey, Governor-General that time, 
laid the corner-stone this building. The College 
deeply indebted two Past-Presidents, Dr. Robert 
Janes and Dr. John Scott, well Dr. George Hooper 
and his Housing Committee for their foresight and 
energy this project. 


with pride that the College welcomes all you 
this the official opening. The original intentions 
the College have been fulfilled with respect the 
permanent home. The College consists Divisions 
Medicine and Surgery dedicated the advancement 
the art and science medicine and its division into the 
related specialties. This building, primarily concerned 
with the conduct the work the College, has been 
placed here the efforts and resources the Fellows 
this College. believe that this distinct contri- 
bution the progress medicine Canada. the 
short space thirty years much has been accomplished 
the College the elevation and maintenance 
high standards medical education and practice, all 
which reflected the quality medical care 
which the Canadian people receive. 


behalf the Fellows the College, would like 
welcome the Prime Minister Canada and Mrs. 
Diefenbaker this building and say that are 
deeply honoured that should take the time of- 
ficially open the building. 
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SCIENTIFIC SESSIONS 
MEDICINE 


Dr. Lakey the University Alberta re- 
ported the clinical and laboratory findings the case 
47-year-old man with chronic renal failure at- 
tributed chronic phenacetin poisoning. Though only 
one other case this recently recognized entity has 
been reported the English literature, several have 
been described Switzerland since 1953. The disorder 
from chronic inflammatory interstitial nephritis 
productive scar tissue formation. Renal biopsy from 
the patient described this report revealed these 
typical histologic features. 


Dr. Michael Kaye McGill University presented the 
results four-year study patients with renal 
amyloidosis with diagnoses proven histologically either 
renal biopsy autopsy. Six the patients had 
primary amyloidosis unassociated with other disease 
and six the disorder was secondary tuberculosis 
(3), rheumatoid arthritis (2) ulcerative colitis (1). 
two cases, one primary and one secondary 
amyloidosis, was noteworthy that death was due 
superimposed renal vein thrombosis. The clinical pic- 
ture was featured marked proteinuria the absence 
hypertension and hematuria. Six presented the 
features gross nephrotic syndrome. 


interesting investigation the water and electro- 
lyte content surgically removed adipose tissue, and 
total body water normally nourished and obese 
subjects was reported Drs. Morse and 
Soeldner Dalhousie University. Differences intra- 
cellular water fractions between adipose tissue and the 
excess weight obese women indicated that their 
obesity was also accompanied increase non- 
adipose cell mass (probably muscle). 

Detailed clinical, biochemical and autopsy findings 
the case elderly woman with Cushing’s syn- 
drome, metabolic (hypokalemic) alkalosis, and hypo- 
thyroidism were described Drs. McLeod, Dyrenfurth 
and Wilson Edmonton. Unusual features this case 
were the profound electrolyte changes, the low level 
aldosterone activity and the presence secondary 
hypothyroidism. 

reporting the results their studies patients 
with Cushing’s syndrome, carried out over the past six 
years, Drs. Laidlaw, Robertson and Delarue Toronto 
presented evidence suggesting that the presence 
pituitary tumour, whether clinically recognizable 
not, may bear some relation the pigmentation 
Addisonian type that develops after bilateral adrena- 
lectomy patients with Cushing’s syndrome and 
-adrenal hyperplasia. was also suggested that patients 
with Addisonian pigmentation and Cushing’s syndrome 
should treated pituitary irradiation rather than 
bilateral adrenalectomy. 

Drs. Gordon, Hill and Ezrin Toronto reviewed the 
clinical and pathological findings and results treat- 
ment men and women -with acromegaly. 
Marked individual variations the manifestations 
this disease were evident though its chronicity and 
relatively benign nature were apparent the majority. 
Many the early manifestations seem unrelated the 
basic growth disturbance. Rhinorrhea and optic nerve 
fibrosis occasionally followed pituitary The 
results surgery were generally good. 
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The effects human, monkey, porcine and bovine 
growth hormone carbohydrate metabolism normal 
subjects and patients with panhypopituitarism were 
described Drs. McGarry and Beck McGill Uni- 
versity. The normals showed change glucose 
tolerance, while the hypopituitary subjects the 
growth hormone preparations used had diabetogenic 
effect which was not apparently related either in- 
creased adrenocortical activity the anabolic effect 
the growth hormone. normal persons human 
growth hormone large doses resulted relative 
hypoglycemia. Indirect evidence suggests that this was 
result increased insulin secretion. 


Angiokeratoma corporis diffusum (Fabry’s 
rare multisystem disease recognized clinically 
characteristic skin lesions, believed disorder 
metabolism lipid similar sphingomyelin though 
this requires further investigation. The first cases 
reported Canada were described Drs. Bethune 
and Landrigan Dalhousie University. This report 
two affected brothers emphasizes the familial nature 
this disorder which predominates males 
quently affects brothers though its mode transmit- 
tance not known. Extensive cerebral arterial involve- 
ment and diffuse demineralization the spine were 
unusual features one the patients. 


Having been intrigued the mysterious entities 
known idiopathic retroperitoneal and mediastinal 
fibrosis the extent commenting editorially “the 
enigma benign fibroblastic hyperplasia”, found 
the report three additional cases this disorder, 
Drs. Cameron, and Mathews Montreal con- 
siderable interést. Dr. Cameron presented masterly 
review just about everything that has been described 
about this disorder date and illustrated the clinical 
and pathological features the three Montreal General 
Hospital patients, one which established clearly that 
retroperitoneal and mediastinal fibrosis are variants 
the same basic disease process. 


Dr. Donald McLean, talented tick-hunter from the 
Research Institute the Hospital for Sick Children, 
Toronto, delivered particularly stimulating 
teresting address the diseases nature that are 
communicable man, emphasizing that fever, 
psittacosis, certain forms. viral encephalitis and 
rabies are far from exotic rarities Canada. This 
paper will published extenso future issue 
the Journal. 


There now good evidence that the serum uric acid 
tends rise patients receiving chlorothiazide, owing 
decreased renal tubular clearance urate. Despite 
marked hyperuricemia most these patients not 
show evidence overt gout. Drs. Aronoff and Barkun 
Queen Mary Veterans Hospital, Montreal, reported 
six patients who manifested episodes acute gouty 
arthritis associated with hyperuricemia during chloro- 
thiazide therapy, four whom had previous history 
gout. These attacks were indistinguishable from 
those classical gout their clinical features and 
response therapeutic agents. Further investigation 
with experimental tools such chlorothiazide may help 


cast some light the pathogenesis acute gouty 
arthritis. 


The efficiency sulfinpyrazone (Anturan) in- 
creasing urinary uric acid excretion, lowering serum 
uric acid, sustained action over prolonged periods, 
prevention acute gouty attacks, reduction size 
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tophi and improvement debility due acute and 
chronic gouty manifestations was carefully investigated 
Drs. Ogryzlo, Digby, Montgomery and Houpt 
Toronto. reporting these studies Dr. Ogryzlo ob- 
served that per unit weight this drug more ef- 
fective than any other known uricosuric agent and 
well tolerated without significant toxicity. 


Drs. Olin, Warwick and Yendt emphasized the rela- 
tive frequency and impaired renal 
function patients with malignant disease, fact that 
not generally recognized many physicians. While 
this syndrome most frequent patients with ex- 
tensive osteolytic secondaries, may also occur the 
absence any demonstrable bone metastases. From 
observations 100 cases over 18-month period 


the Princess Margaret Hospital, Toronto, Dr. 


pointed out that otherwise unexplained nausea and 
vomiting patient with known malignant disease 
should arouse suspicion hypercalcemia, which, un- 
recognized and untreated, can lead progressive weak- 
ness, stupor, coma and death. practical importance 
the fact that properly treated such patients may 
restored useful life for year even more. 


has been demonstrated that delayed cutaneous 
hypersensitivity tuberculin and other micro-organisms 
can transferred normal recipients means 
vidual. Dr. Freedman and Mr. Fish Mon- 
treal reported the results ingenious investigation 
which, for the first time, cellular transfer sensiti- 
vity drug, procaine, was demonstrated human 
subjects. This may provide useful basis for study 
delayed drug allergy and could possibly lead further 
information about the nature tissue antigen-antibody 
reactions response homografts. 


Dr. Dorothy Ley discussed the results her 
studies ferrokinetics and red cell survival times 
anemic patients with proven, non-hematological 
metastatic malignancies, the Toronto Western Hos- 
pital. None showed evidence iron deficiency their 
smears indices, but serum iron, unsaturated and total 
iron-binding capacity. were uniformly depressed. Iron 
clearance times and red cell utilization radioactivity 
were decreased. Other significant alterations 
included depression turnover rates plasma and red 
blood cell iron, and decreased low normal values for 
plasma iron pool and total red blood cell iron. Red cell 
survival times, measured the radioactive chromium 
technique, were normal all but one patient who 
showed decreased red cell life-span. 


has been reported that the survival animals after 
administration radiomimetic marrow-damaging drugs 
can enhanced the infusion autologous marrow 
and has been assumed that this can occur man. 
Comparison the hemocytopenic effects single 
intravenous dose 0.4 mg./kg. body weight, nitro- 
gen mustard one group “unprotected” patients, 
with those second group given intravenous in- 
fusion their own marrow after nitrogen mustard 
administration, showed differences between the two 
groups. the second group, the patients’ own marrow 
was removed one hour before nitrogen mustard was 
administered, and was re-infused within two hours after 
the radiomimetic drug was given. Drs. Martin- 
Villar and Bélanger the University Ottawa, who 
reported this study, emphasized that these observations 
not necessarily indicate that much larger autologous 
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marrow infusions would not re-populate the marrow 
with sufficient viable cells permit survival after 
considerably more critical hematopoietic depression 
larger doses radiation radiomimetic drugs. 


Drs. Lowenstein, Leeuw, Cooper and Shapiro 
described their investigations subclinical deficiencies 
folic acid and/or vitamin B,, (a) microbiological 
assay serum folic acid activity and B,, concentration, 
(b) rate clearance from plasma intravenously ad- 
ministered folic acid, (c) urinary formiminoglutamic 
acid excretion after oral ingestion and 
(d) when indicated, the Schilling test and quantitative 
urinary folic acid excretion after oral and parenteral 
standard doses folic acid and These specific 
deficiencies may exist even though the marrow shows 
megaloblastic change other than few macrogranu- 
locytes, and they may recognized observing the 
hematological response daily administration folic 
acid and/or B,, doses approximating the presumed 
daily requirement these vitamins. 

The diagnostic features spontaneous rupture the 
esophagus were stressed report four cases 
this medical emergency Drs. Lillington, Bernatz and 
Lee Palo Alto, Calif., and the Mayo Clinic. the 
absence prompt recognition and treatment, the mor- 
tality 25% hours and 75% hours. The 
esophageal rupture usually associated with violent 
retching vomiting but may complicate esophagitis. 
Excruciating epigastric and thoracic pain character- 
istically sudden onset followed dyspnea, cyanosis 
and shock. Pleural fluid, hydropneumothorax and sub- 
cutaneous emphysema the neck are usually present. 
The pleural fluid consists gastric contents which, 
Dr. Lillington suggested, should arouse certain 
amount suspicion. Radiographic evidence medias- 
tinal emphysema almost always present, and the 
escape swallowed radio-opaque medium into the 
mediastinum pleural space pathognomonic. The 
treatment choice primary closure the rupture 
transpleural approach, and postoperative pleural 
drainage. 

Dr. Hudson Westminster Hospital, London, 
Ontario, described interesting study family 
five generations, which members have manifes- 
tations myotonia, carried dominant genetic 
defect. most cases the myotonia presented that 
form referred which myotonic 
signs appear exposure cold, but least two 
had symptoms warm environment. One subject 
showed particularly bizarre neurologic syndrome 
which myotonia, present youth but disappearing with 
maturity, was complicated progressive dystonia, 
pyramidal and sensory abnormalities and muscle wast- 
ing. Dr. Hudson suggested that this syndrome repre- 
sented recessive, neuropathic factor associated with 
the genetic defect myotonia. 

Clinical, laboratory, radiographic and pulmonary 
function investigations together with blood gas analyses 
and lung biopsies, carried out three farmers with 
chronic respiratory distress and variable cough, were 
reported Drs. Lefcoe, Smith, Pickard and Dennis 
the University Western Ontario. The results 
these findings were compared with those reported 
cases “farmer’s lung” and “silo-filler’s disease”. The 
variable clinical and pathological features the three 
patients with the alveolo-capillary block syndrome, 
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NORETHYNODREL, 
the principal constituent Enovid, the only progestin with 
the double bond the position shown, thus differing from an- 
drogens and estrogens. Norethynodrel possesses intrinsic estro- 
genicity per cent that estrone) addition its potent 
progestational activity. 


Thus, its administration free risks virilism even 
long-term administration high dosage. 


Each 10-mg. tablet Enovid contains 9.85 mg. norethynodrel 
and 0.15 mg. ethynylestradiol 3-methy! ether. 
estrogen added optimal amount avoid breakthrough 
bleeding during prolonged use.—) 


NORETHYNODREL... 


The only with both progestational and 

estrogenic 
Retains its biologic integrity? following oral administration. 
progestational and estrogenic experimental animals. 
progestational and estrogenic clinical practice. 
not androgenic? clinical practice. 


Enovid represents positive advance the treatment 
threatened habitual and the treatment and 
control Physicians may prescribe Enovid 
confidently without producing androgenic manifestations. 


DOSAGE ENOVID FOR THREATENED ABORTION 


Two three tablets daily appearance symptoms. 

This dosage may reduced one two tablets daily when 
symptoms disappear. The reduced dosage should 
continued term and increased symptoms reappear. 


DOSAGE ENOVID HABITUAL ABORTION 


Two tablets daily soon pregnancy diagnosed and 
continued without interruption least through the fifth 
month. Enovid may safely continued term desired. 


DOSAGE ENOVID FOR ENDOMETRIOSIS 


The daily dose for the first two weeks one tablet, two 
tablets daily for the next two weeks, then three tablets daily 
for the following two weeks and finally four tablets 

daily for three nine months. 


G.D. SEARLE CO.OF CANADA LTD. 
247 QUEEN ST., BRAMPTON, ONT. 
Symposium New Steroid Compounds with Progestational Activity, 


Ann. New York Acad. Sc. 71:483-805 (July 30) 1958. 


Edgren, A.: The Uterine Growth-Stimulating Activities 
Hydroxy-5(10)-Estren-3-One (Norethynodrel) and 17a-Ethynyl-19-Nortestosterone, 
Endocrinology 62:689 (May) 1958. 


Rakoff, E.: Pages 800-805 reference 
Tyler, T., and Olson, J.: Pages 704-709 reference 


Kistner, W., Endometriosis, Conn, (editor): Current Therapy 1959, 
Philadelphia, Saunders Company, 1959, pp. 610-612. 
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studied Lefcoe al., led them conclude that 
clinical differentiation any distinctive categories 
this syndrome frequently not possible. None these 
patients exhibited the classical clinical pathological 
features either farmer’s silo-filler’s lung. 


Drs. MacKeen, Landrigan and Dickson Dalhousie 
University described the results study which 
carbon dioxide tension (pCO,), determined 
arterial blood the method Astrup, was compared 
with the pCO, end tidal air, estimated with the 
Collins gas analyzer. patients with acute pulmonary 
embolism the pCO, differences between end tidal air 
and arterial blood were consistently and significantly 


greater than control subjects. The Collins gas 


lyzer makes possible estimate the end tidal air 
pCO, the patient’s bedside. This procedure appears 
hold considerable promise aid the early 
diagnosis acute pulmonary embolism. Unfortunately 
least value patients with small embolus and 
cannot applied patients with other pre-existing 
diffuse lung disease. 


SECTION OBSTETRICS AND GYNECOLOGY 


Dr. Margaret Hutton Edmonton reviewed treat- 
ment and results patients with primary carcinoma 
the ovary diagnosed and/or treated over 
year period the University Alberta Hospital. 
Their survival was correlated with the pathological 
diagnosis, which was classified granulosa cell carci- 
noma, malignant teratoma, leiomyosarcoma adeno- 
carcinoma. The latter category was subclassified 
serous pseudomucinous cystadenocarcinoma, solid, 
undifferentiated, and anaplastic adenocarcinoma. 


series cases granulosa cell tumour, 
seven thecoma and one teratoma, reported Dr. 
Burt the University Saskatchewan, the onset 
was pre-pubertal one patient, the childbearing 
period and post-menopausal 31. Twenty-six 
patients had some bleeding disorder, pain was feature 
and palpable mass was present 14. Survival 
after diagnosis ranged from two weeks years, and 
was longer those with granulosa cell tumours the- 
comas than those with other ovarian carcinomas. 
Patients near past the menopause were treated 
excision uterus, tubes and ovaries. younger 
patients removal only the affected ovary was con- 
sidered justified unless there was obvious extension 
the uterus the other ovary. 


Five patients with co-existing adenoacanthoma the 
uterus and ovary were described Drs. Campbell, 
Fournier and Magner Ottawa. Those with anaplastic 
tumours died within three months diagnosis. Prog- 
nosis for survival was considerably better those with 
highly differentiated adenoacanthoma. Clinical and 
histological evidence indicated that the ovarian and 
uterine tumours were independent origin, related 
carcinogenic hormonal influence acting upon both 
uterine and heterotopic endometrium. 

1403 cases carcinoma the cervix, treated 
since 1926 the Royal Victoria Hospital, Montreal, 
only six have been lost follow-up. Recurrence rates 
following treatment, less than five years, between 
five and years and after years, were assessed 
Drs. Latour and Fraser. one patient there was 
recurrence the 35th year after primary treatment. 
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Special studies the small number patients with 
recurrence years more after treatment, and the 
palliative treatment recurrent cervical carcinoma 
were reported. 


The sodium salt N-dichloroacetyl serine 
was administered intravenously solution 
normal saline patients with advanced malignancies. 
Two patients with tumours accessible for serial biopsy 
showed histological evidence tumour injury but this 
effect was transitory and did not alter the course 
the small series which this serine 
derivative was given orally, combination with cyclo- 
phosphamide radiation, there appeared 
enhancing “synergistic” effect which has also been 
observed animal tumours. These findings were re- 
ported Drs. Blondel, Levi, Latour and Fraser 
Montreal. 


Dr. Wm. Allemang Toronto described the features 
six pregnancies observed five women with 
absent adrenocortical function. major obstetrical 
complications were encountered but periodic adjust- 
ment the dose adrenocortical steroids was neces- 
sary. The commonest problem was postural hypoten- 
sion, which could controlled increasing the 
corticosteroid dosage. Five had normal labours and one 
was delivered Cesarean section weeks, owing 
chronic pyelonephritis and progressive hypotension. 
this case the infant died but the other five infants 
were normal. 


new method classification perinatal morbidity 
and mortality was described Drs. Friesen and 
Pape St. Boniface, Manitoba, designed clarify the 
interplay factors involved, which utmost im- 
portance the perinatal period. These factors are 
grouped columns (a) maternal factors, (b) 
placental, cord and labour factors, and (c) perinatal 
lesions. The first two columns allow for factors each, 
numbered from the third allows for 100 factors 
numbered from 99. The resultant code numbers 
therefore consist four digits. When lesion 
found, assigned, that lesions occur any 


the three columns, the code number would 
“0000”. 


Drs. Cooper, Lowenstein and Yang-Shu-Hsieh 
Montreal reported their studies revealing 
creased rate plasma folic acid clearance during 
pregnancy, which was not corrected during the first 
postpartum week. some cases this was associated 
with excretion formiminoglutamic acid the urine, 
suggesting folic acid deficiency. After tryptophane 
feeding, most the pregnant women studied excreted 
large amounts xanthurenic acid, suggesting de- 
ficiency available pyridoxal phosphate. 

Prolonged retention dead fetus utero may 
result maternal coagulation defects chiefly charac- 
terized hypofibrinogenemia which may cause 
dangerous fatal postpartum hemorrhage. These com- 
plications not arise until the dead fetus has been 
retained for more than five weeks. Because the inci- 
dence hypofibrinogenemia beyond this period 
about 10%, and because fibrinogen therapy can 
dangerous, Dr. Kinch the University 
Western Ontario questioned the wisdom continued 
hands-off policy this point. the fibrinogen level 
normal five six weeks after fetal death and the 
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fetal lie longitudinal, recommends the induction 
labour with Syntocinon and amniotomy after pre- 
paration the cervix with Relaxin. 


Drs. Fraser, Usher and Maughan Montreal de- 
scribed the syndrome placental insufficiency, charac- 
terized scrawny, post-mature infant who long, 
thin and undernourished; undersized placenta and 
friable, thin, stained cord. This syndrome affects primi- 
gravidas and lesser extent multigravidas who are 
older than the overall primigravid and multigravid 
clinic patients. accompanied increased in- 
cidence toxemia; the uterus remains below expected 
size, and fetal mortality and morbidity are high. 


Drs. Tremblay and Sybulski Montreal 


studies indicating that the oxygen uptake the normal 
placenta rises gradually till about the 16th week 
pregnancy. then decreases gradually until the 28th 
week, after which drops more sharply. Placentae 
from few abnormal cases showed significant deviation 
from the normal pattern oxygen uptake. 

study 1000 premature babies delivered the 
Winnipeg General Hospital between 1950 and 1956 
was presented Drs. Grewar, Medovy and Wylie with 
analysis problems mortality, morbidity, fre- 
quency hospitalization, and incidence and nature 
the physical and mental defects observed. The data 
obtained were compared with those from the United 
Kingdom and the United States, and certain recom- 
mendations regarding management the “ex-prema- 
ture” child were presented. 


Dr. Vant Edmonton reported that mortality 
rate per 1000 live births was encountered ap- 
proximately 150,000 births Alberta between 1955 
and 1959. Stillbirths accounted for these peri- 
natal deaths, and obstetric trauma, antepartum hemor- 
rhage following Cesarean section, toxemia and/or 
eclampsia, twin pregnancies, respiratory distress syn- 
drome and prematurity, together caused 7%. Well 
over 50% were due antepartum maternal compli- 
cations, many which might have been obviated 
better antenatal supervision and hospital treatment. The 
importance public education stressing the necessity 
early and continuous obstetrical supervision em- 
phasized. 

From study 500 consecutive prenatal cases 
the Dalhousie University Clinic, Dr. Robinson 
Halifax reported that the presence Trichomonas 
vaginalis, yeasts and various bacteria had been con- 
firmed examination and culture vaginal secretions. 
There was correlation between type symptom, 
presence absence symptoms and bacterial, fungal 
parasitic flora. Though vaginitis was present less 
than 10% the 500 patients, Trichomonas vaginalis 
was obtained culture from over 75%, degree 
infestation higher than any previously observed 
unselected pregnant population. There was cor- 
relation between the presence trichomoniasis the 
mother and any lesions morbidity the newborn. 
Dr. Robinson questioned the widely quoted view that 
trichomoniasis venereal infection and suggested that 
this organism may common innocuous saprophyte. 


Dr. Bryans reported review the gyne- 
cological problems encountered the inpatiént and 
outpatient services the Health Centre for Children, 
the Vancouver General Hospital, during the five-year 
period between 1955 and emphasized that 
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although problems pediatric gynecology are ad- 
mittedly uncommon, apparent that their frequency 
and significance have been underestimated the past. 


The results study 238 patients with “surgical” 
endometriosis were presented Drs. Lambert, Meunier 
and Ouimet Montreal. nulliparous patients the 
lesions tended localized the ovary and pouch 
Douglas; multipara they took the form adeno- 
myosis (internal endometriosis) the main. Most 
patients this series were from upper-income families. 
Marital state did not appear significant factor. 
Their average age was with predominance 
unmarried women under and married women 
over 34. Twenty-five patients were under the age 
years. The incidence decreased after four 
more pregnancies. The index fertility this series 
was 57%. Age marriage length time since last 
delivery did not appear significant. 


Dr. Wallace Shute Ottawa described the results 
treatment stress incontinence two series 
patients, the first treated vaginal repair and vaginal 
hysterectomy, the second vaginal repair and total 
abdominal hysterectomy. “cure rate” 98.3% was 
reported the second group compared with “cure 
rate” 91% the first. The selection cases for 
operation, evaluation previously unrecognized factors 
productive stress incontinence and the techniques 
operation were emphasized. 


RICHARDS MEMORIAL LECTURE. 


For the first time, the Gordon Richards Memorial 
Lecture, sponsored the Ontario Cancer Treatment 
and Research Foundation, was incorporated the 
scientific program the College. his introduction 
the lecturer, Dr. Cosbie, Vice-Chairman and 
Medical Director the Foundation, paid tribute the 
late Dr. Gordon Richards, pioneer radiology and 
radiotherapy Canada and one those responsible 
for the organization the Ontario Cancer Treatment 
and Research Foundation. The 1961 Gordon Richards 
Memorial Lecture was delivered Dr. George 
Moore, former Markle Fellow and Associate Professor 
Surgery the University Minnesota, from which 
institution graduated medicine. Since 1953 Dr. 
Moore has been associated with the Roswell Park 
Memorial Institute Buffalo, New York. the pre- 
sent time the Director the Roswell Park 
Memorial Institute, Head the Department Surgery 
and Research Professor Biology the University 
Graduate School. Arrangements are being made 
publish Dr. Moore’s lecture entitled “Tumour Cells 
and Their Spread”, its entirety, subsequent issue 
the Journal. 


The report the Annual Awards Medicine and 
Surgery, the 1961 Lectures Medicine and Surgery, 
the Convocation, the combined session the Divisions 
Medicine and Surgery, the sessions the Division 
Surgery and the symposia “Some Interesting Aspects 
Environmental Medicine” and “The Irradiation 
Hazard Canada” will appear subsequent issues. 
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CLASSIFIED ADVERTISEMENTS 


COMPANY DOCTOR who also general practitioner re- 
qualified assistant, annual compensation, first year, 
thousand dollars. Housing available. Apply giving three 
-eferences, qualifications, marital status, and other pertinent 
‘ata General Manager, American Smelting Refining Com- 
Buchans, Newfoundland. 


Practices 


FOR SALE.—A large general practice western Canada 
ith large surgical, pediatric and obstetric practice, grossing 
70,000 1959. Fully-equipped office including x-ray. Excellent 
assistant present employed. Reply Box 171, 
MA: Journal, 150 St. George Street, Toronto Ontario. 


GENERAL PRACTICE small British Columbia interior 
for one two doctors. Gross income $30,000 per year. 
hospital miles away over excellent roads. Practice 
next September. Low down payment. Reply Box 
CMA Journal, 150 St. George Street, Toronto Ontario. 


GENERAL PRACTICE.—Established and thriving years, 
cluding obstetrics and pediatrics, gross income over $20,000 
annum. Available now. Terms discussed. Modern, low 
office suite Toronto suburb, minutes distance from 
ospitals. Introductory period possible arranged soon. Reply 
263, CMA Journal, 150 St. George Street, Toronto 
Ontario. 


FOR SALE, southern Manitoba’s most beautiful and pros- 
community, 100 miles from large teaching centre. Ex- 
hospital facilities and working arrangement with two 
other doctors. Ability surgery and anaesthesia asset. 
gross $25,000 willing work. Available right party 
1961. For price equipment and supplies about 
Low overhead. Reply Box 264, CMA Journal, 150 St. 
Street, Toronto Ontario. 


VICTORIA, B.C., Lucrative long-established general practice 
six-room office large new medical building. Two open 
hospitals. Gross income well above average. For sale— 
records, office equipment and furniture, plus goodwill and three 
months introduction. Reply Box 265, CMA Journal, 150 St. 
George Street, Toronto Ontario. 


AVAILABLE JULY 1.—Well-established general practice 
Vancouver grossing over $27,000. Completely equipped modern 
office. Reasonable priced with some terms. Owner specializing. 
Write for particulars Box 271, CMA Journal, 150 St. George 
Street, Toronto Ontario. 


fre 


Journal, 150 St. George Street, Toronto Ont. 


PRACTICE FOR SALE.—Established 32-years. $1600, house, 
office, oil-heat, double garage, large lot, two doctors, miles 
three hospitals. Population township 2500, located 30-miles 
from downtown Toronto. Apply Dr. Wylie, Bolton, Ont. 


AVAILABLE MAY opportunity take over 
independent practice attractive expanding small town 
miles north Toronto association with three other doctors. 
Ample opportunity expand. Common office expenses shared. 
Open hospital 5-miles away. Preliminary assistantship can 
arranged desired. Full particulars please Box 300, CMA 
Journal, 150 St. George Street, Toronto Ontario. 


Residencies and Internships 


U.S.A., Doctors Hospital, Cleveland Ohio. 200-bed general 
hospital offers approved two-year general practice residencies 
training program including medicine, surgery, pediatrics, ob- 
and the subspecialties. Stipend $250-$300 per month, 
plus full maintenance. $1000 bonus end second year. Apply 
John Allen, M.D., Director Medical Education. 


RESIDENT RADIOLOGY WANTED for 480-bed new 
center affiliated with medical school. Stipend $250 first- 
$275 second-year, $375 third-year, per month with room 
and laundry. For particulars apply to: Dr. Julian Salik, Sinai 
iiospital Baltimore, Inc., Greenspring Belvedere, Baltimore 
Maryland, U.S.A. 


ASSISTANT RESIDENT for July 1961, June 30, 1962, 

large physical medicine and rehabilitation department, ap- 
for training the Royal College Physicians and 
Salary—$275 per month. Also senior intern 
$225 per month. Apply—Superintendent, Sunnybrook 
Toronto 12, Ontario. 


any level. ree pathologists, microbiologist, bio- 
8000 surgicals (475 frozens), 200 autopsies, 375,000 clini- 
tests. 300 general beds. Texas Medical Center. (Schools, 
research.) Laboratory fully-staffed and equipped. Active 
and progressive responsibility. Participation national 
eetings. American and Canadian graduates preferred. Satis- 
stipend. Personal interview our expense required. 
M.D., St. Luke’s Episcopal Hospital, Houston 25, Texas, 


PATHOLOGY RESIDENTS.—450-bed general hospital: fully 
residency; pathologists, 300 autopsies, 7000 surgicals, 
clinical laboratory procedures, approved school medical 
$275 monthly first year $425 fourth year. Non- 
Canada U.S.A. should have E.C.F.M.G. certifi- 
te. Write: Lall Montgomery, Pathologist, Ball Memorial 
Muncie, Indiana, U.S.A. 


PATHOLOGIST 


required 
Department Veterans Affairs 
Saint John, N.B. 
$12,500 $13,500 


responsible for the professional direction and administration 
the Laboratory Services Lancaster Hospital. 


Candidates must graduates Medical School and possess 
licence practise medicine province Canada and Fellowship 
Certification the Royal College Physicians and Surgeons 
Pathology, Pathology-Bacteriology Clinical Pathology, 
equivalent form specialist recognition. 


For details and application forms, write 
CIVIL SERVICE COMMISSION, OTTAWA 


Please ask for Information Circular 61-722. 


ST. THOMAS-ELGIN GENERAL HOSPITAL 


Resident Junior Rotating Interns. Salary 
$250.00 per month less $75.00 per month 
for full maintenance. Foreign applicants must 
possess the Permanent Educational Council 
for Foreign Medical School. Hospital opened 
1954 fully accredited 365-bed general 
hospital and approved the Canadian 
Medical Association for intern training. 


Apply: Superintendent, St. Thomas-Elgin 
General Hospital, St. Thomas, Ontario. 


hemorrhoids 


anorectal comfort 
minutes 


Begin treatment with 


Anusol-HC 


(with Hydrocortisone acetate 


Maintain comfort with 


Anuso 


(suppositories and ointment) 
Anusol will not mask 


symptoms serious 
rectal pathology. 


FOR general practice Niagara Pen- 
insula, house and office combined. Good hospital facilities. Gross 
income $30,000 annually. Present owner leaving specialize 
July 1961. Easy terms may arranged and period intro- 
duction may afforded desirable. Reply Box 287, CMA 
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HOT WEATHER AND 
SERUM LEVELS 
VITAMIN 


investigation 102 healthy 
subjects Uzbekistan Ermi- 
shina and 
kaya Meditsina, 119, 1960) 
demonstrated sharp drop 
serum levels vitamin B,, during 
the hot summer months. The 


B-P INSTRUMENT CON- 
items for use with Bard- 
Parker GERMICIDE 


powerful, time-conserving chem- 


operative preparation surgical 
instruments. Non-rusting, non-cor- 
rosive, protects and prolongs the 
useful life surgical ‘sharps.’ 


BARD-PARKER COMPANY, INC. 
DANBURY. CONNECTICUT 


A DIVISION OF BECTON, DICKINSON AND COMPANY 


authors this report postulate 
that faulty vitamin B,, absorp- 
tion may due dimin- 
ished content intrinsic factor re- 
sulting from insufficient secretion 
mucoproteins the stomach 
consequence the elevated ex- 
ternal temperatures. the other 
hand, quite possible that the 
frequency chronic diarrheas 


the hot weather may interfere with 
the intestinal flora and thus prevent 
synthesis vitamin B,, the 
intestine. 


ical disinfectant for use pre- 


Ask your 
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ULTRASOUND TREATMENT 
WHIPLASH INJURY 


study 100 whiplash injury 
cases has shown that ultrasounc 
can important adjunct 
therapy. Dr. Henry Morelewicz 
Assistant Professor Physica 
Medicine and Rehabilitation, Uni- 
versity Buffalo Medical 
reporting his findings ultra- 
sound treatment, said that onc 
group patients received 
superficial heat therapy, 
traction, and ultrasound. 
group received the 
treatment, except that manual 
sage was substituted for ultrasound. 
The patients ranged age 
60. 

total 72.5% the patients 
receiving ultrasound therapy 
showed good results, with 
porting relief. the group 
getting manual massage, 66% 
showed good results and 9.5% 
failed respond. 

Ultrasound dosages were 0.25 
0.75 watt per sq. cm., given 
eight minutes daily. Maximum 
benefits most cases were 
tained after eight weeks 
treatment.—Medical Tribune, No- 
vember 28, 1960. 


SEVERE PROTEIN 
EXPERIMENTAL ANIMALS 


Investigations under way nu- 
trition laboratories Cornell Uni- 
versity are employing weanling rats 
and baby pigs attempt 
study biochemical defects associ- 


ated with the human infant disease 


kwashiorkor. Weanling rats force- 
fed extremely low protein diets 
containing either lactalbumin 
wheat gluten biologically equiv- 
alent levels have shown approxi- 
mately the same results. genera! 
these are lack growth, 
protein and adipose tissue deposi- 
tion, mildly fatty livers, gros: 
edema, low serum proteins with 
particularly low serum albumin 
When approximately per cent 
extra calories carbohydrate were 
force-fed with both types pro- 
tein diets there was increase 
adipose tissue, change body 
protein total serum proteins, but 
further decrease serum albu- 
min and marked increase liver 
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YEARS CLINICAL INVESTIGATION 
FACTS ABOUT MER/29 


reduces serum and 
tissue 


methods usually decrease cholesterol levels only 
slightly. successfully lower levels, its 
the body must inhibited. the 


most likely MER/29 are those with the 


postmyocardial 


conditions 


these benefits have accompanied MER/29 


patients, fewer and less severe anginal 


studies are absolute necessity 
the over-all prognostic Significance any observation 

thrombosis. Thus far, one year's duration, 
has offered report this type. 


term therapy, periodic ex- 


amination may 
desirable. 


because 
plays important role 


daily, before breakfast. 
Available bottles 30. 


Wm. Company, Weston, Ontario 


TRADEMARK: MER/29 


MEDICAL NEWS brief 
(Continued from page 32) 


fat. The influence extra calories 
that appears differentiate the 
condition kwashiorkor from 
marasmus being studied. Other 
workers are extending this type 
study baby pigs. this investi- 
gation voluntary libitum feeding 
employed and caloric intake 
varied changing the fat content 
the diet. With diet containing 
wheat gluten low level, but 
with high energy content re- 


sult increasing the fat, syn- 
drome similar that observed 
the young rat has been observed. 
When these studies are continued 
long enough (12 weeks compared 
with weeks the rat), evidence 
liver damage addition the 
other signs protein malnutrition 
has been obtained. 

These investigations severe 
protein malnutrition are part 
continuing program research 
dealing with the experimental 
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tional conditions.—Graduate School 
Nutrition News, Cornell Uni- 
versity. 


NATURAL IMMUNITY AND 
CHEMOPROPHYLAXIS 
TUBERCULOSIS 


The results experimental 
study determine whether not 
the prophylactic use isoniazid 
would interfere with the develop- 
ment natural immunity in- 
whether such chemoprophylaxis 
would lead drug resistance 
the organisms, were reported 
Lambert the November 
1960 issue The American Review 
Respiratory Diseases. 

this investigation, quantita- 
tive measurement the degree 
immunity mice was calculated 
various time intervals after 
minor primary tuberculous infec- 
tion determining the degree 
which second, larger, challenge 
infection was disseminated the 
spleens and lungs animals sacri- 
ficed different intervals after the 
second infection. 


was reported that substantial 
degree immunity developed 
eight weeks after infection with 
small inoculum tubercle 
and this immunity was maintained 
about the same degree and 
weeks after infection. was 
also noted that the natural im- 
munity which developed after in- 
fection was not destroyed when 
isoniazid was administered follow- 
ing the establishment such im- 
munity. addition, studies 
bacilli recovered from mice after 
the administration isoniazid re- 
vealed that these organisms re- 
mained susceptible the effects 
this drug. 

was pointed out that caution 
should observed applying 
the results these animal studies 
man, partly because the duration 
action isoniazid necessarily 
much shorter animals than 
man, and partly because the host- 
parasite relationship the experi- 
mental study much more uni- 
tuberculin-positive patient with- 
out clinical roentgenographic 
disease may yet harbour lesions 
variable extent and severity, and 
these variations will doubt de- 
termine the chance drug resist- 
ance. The drug susceptibility tests 
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only confirmed what was already 
clear, namely that bacilli 
quiescent phase are not greatly 
affected isoniazid and are un- 
likely become resistant 
Medical News, November 1960. 


TUBERCULOSIS AND 
DIABETES MELLITUS 


The association diabetes and 
tuberculosis has been the subject 
various statistical studies. Robil- 
lard (Union méd. Canada, 
1135, 1960) reports from Sacré 
Coeur Hospital 
the 18,168 patients admitted 
1959, 274 had diabetes (1.51%). 
Tuberculosis was present 320 
patients, which represents 1.71% 
the total hospital population, 
whilst among the 274 diabetics, 
had tuberculosis (4.7%). the 
with active tuberculosis, eight 
had bilateral lesions. 

There general agreement that 
diabetic patients are considerably 
more prone develop pulmonary 
tuberculosis than the average 
population and there in- 
creased need for searching out pul- 
monary tuberculosis among dia- 
betics. discovered, tuberculosis 
has treated quickly and 
energetically, diabetics par- 
ticular. interesting, Robil- 
lard points out, that tuberculosis 
diabetic, treated rapidly, 
makes cure almost rile. This may 
because this the 
terrain disease can in- 
fluenced favourably. 


THE DETECTION AND 
DIAGNOSIS 
PHENYLKETONURIA 


Available statistics indicate that 
phenylketonuria rare disease, 
one the least common inborn 
errors metabolism. Therefore 
efforts detect this disease must 
simple, easy interpret and not 
too costly, order avoid ebbing 
enthusiasm over the years many 
search for even their first case. 
Allen (Am. Pub. Health, 50: 
1662, 1960) has pointed out, for 
example, that the University 
Michigan well-baby clinic, with 
approximately 3000 patients per 
year, would take six 
years longer for detection 
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Montreal, P.Q. 


$9,800 


The Queen Mary Veterans Hospital re- 
quires Clinical Biochemist respon- 
sible for quantitative biochemical and 
radioactive analysis, develop 
new analytical procedures and initiate 
and develop research studies. 


Qualifications required include gradua- 
tion Biochemistry the Doctorate level 
equivalent and number years 
related experience. 


For details and application forms, write to: 


CIVIL SERVICE COMMISSION, 
OTTAWA 


Please ask for 
Information Circular 61-2151. 


single case, assuming complete ac- 
curacy screening methods. 
areas with considerably 
well-baby clinics may possible 
detect one two cases per year. 
Spot-checking high-risk popu- 
lations subject error because 
the morphological appearance 
affected infants may fail suggest 
the presence the disease, while 
other anamnestic abnormalities, 
clinical inconveniences and techni- 
cal errors prevent accurate testing. 
the other hand, the mental re- 
tardation that accompanies phenyl- 
ketonuria may entirely prevent- 
able detected early, and 
therefore desirable establish the 
diagnosis infancy possible, 
even though present therapy 
costly. 

system between family physicians, 
pediatric diagnostic clinics and 
state institutions recommended 
that all routine infant exam- 
inations, and the evaluation 
neurologically defective children, 
testing the urine for phenylpyruvic 
acid would always done. Such 
urine testing with ferric chloride 
impregnated paper strips, the 
time when routine immunizations 
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are started either the 
office, the clinic the home, 
would permit early detection. 

There appears substi- 
tute for high index suspicion 
for this disease. The use readily 
interpretable “Phenistix” 
chemical indicator 
family physician pediatrician 
place the mechanics testing into 
the hands parents, that even 
the least suspicious patient can 
tested. Such system might eventu- 
ally permit identification every 
case phenylketonuria given 
area through utilization central 
registry. the University 
Michigan pediatric clinic the use 
phenylketonuria survey cards 
filled out the directors state 
institutions, local physicians and 
clinic staff permits rapid estimation 
the known number cases, 
location the patient, familial in- 
cidence, degree intellectual im- 
pairment, and number patients 
undergoing treatment. Detailed in- 
vestigation all members the 
identified families with phenyl- 
ketonuria the state Michigan 
has not been carried out yet, 
with the exception few families 
contacted through the university 
diagnostic unit. 
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MORBIDITY AND 
DUE 
FIRES AND BURNS 


Because fires and burns 
hot substances, home can 
dangerous place, particularly for 
the very young and the very old, 
according recent statistical re- 
port from the Metropolitan Life 
Insurance Company. 

the approximately 7300 
deaths from fires and burns due 
other causes the continental 
United States about 5700, nearly 
four-fifths, occur and about the 
home. The toll from such accidents 
the home nearly times that 
industrial settings, including 
mines and quarries. 

addition deaths, fires and 
burns the home inflict 
ceedingly large total non-fatal 
serious injuries. According the 
U.S. National Health Survey, there 
were 929,000 such injuries the 
year ending June 1959, and 
result these injuries, persons 
years age and over stayed away 
from their jobs total 432,000 
days during the year. 

Young children and old people 
experience the highest death rates 
from fires and burns other 
means. The mortality 
fants—7.7 per 100,000 under age 
one, and 7.3 for the age 
group—is higher than that for any 
other age group under years; 
the rate decreases minimum 
adolescence and then 
gressively with advance age, 
slowly first but very rapidly past 
age 65. 

Older people, because physi- 
cal impairments weakness, often 
find difficult escape from 
burning building, and because 
decreased agility are particularly 
vulnerable the hazard having 
their clothing ignited open 
fire other flame. The National 
Fire Protection Association 
mates that least third the 
child victims under age die 
because they are left alone 
the care baby sitter unable 
cope with the situation when fire 
breaks out. 


Metropolitan Insurance 


Company records 
among policyholders killed fires 
and burns recent years, 30% 
died from conflagrations whose 
origin was undetermined unre- 
ported; 13% the deaths were 
caused smoking bed up- 
holstered furniture, and practically 
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the same proportion were caused 
clothing being ignited while the 
victims were working stove, 
standing walking near open 
flame. 

addition, significant propor- 
tion the deaths were due the 
explosion heating, hot water, 
cooking equipment; the misuse 
flammable liquids, particularly 
gasoline and kerosene; 


scalding hot fluids. 


SALINE ICE CHIPS 
OPEN HEART REPAIR 


Use saline ice chips lower 
the temperature the exposed 
heart during aortal repair was re- 
ported Toronto Dr. Raymond 
Heimbecker, research associate, 
Ontario Heart Foundation. The 
procedure, its first clinical ap- 
plication, reduced the heart tem- 
perature 15-year-old patient 
with rheumatic fever for 
minutes surgical team cor- 
rected severely diseased aortic 


Unmatched 
record 

faster 
deeper 
Safer 
tetracycline 
therapy 
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valve. The technique may prac- 
tical one-third all open 
heart surgery cases. Its chief ad- 
vantage the bloodless field 
gurgitation and congenital defects, 
especially repair ventricular 
septal defects. 

The operative team the To- 
ronto General Hospital used heat 
exchanger Dr. 
design, along with Cooley bubble 
oxygenator and DeBakey pump. 
The patient’s heart and esophagus 
were cooled four minutes 31° 
and cardiac bypass was 
tuted. Saline ice was then chipped 
the heart and, within three 
minutes, the organ was cooled 
C., while the esophageal tem- 
perature remained 31° during 
the procedure. Additional ice was 
added needed, and body tem- 
perature was stabilized the heat 
exchanger. 

Aortal repair included wedge 
resection the non-coronary cusp 
and adjacent valve ring, 
cedure that converted the aortic 
valve into bicuspid valve. 

Rewarming took place two 
steps: the heart was brought back 
31° three minutes re- 
lease the aortic clamp; then, 
after adjustment the heat ex- 
changer. both heart and esophageal 
temperatures were returned 
normal. There were adverse 
neurological effects and recovery 
was Tribune, 
November 28, 1960. 


DIETARY FAT 
RELATION CARDIAC 
AND CEREBRAL 
VASCULAR DISEASE 


The Central Committee 
Medical and Community Program 
the American Heart Association, 
under the chairmanship Dr. 
Irvine Page, recently issued 
statement advising the public that 
reduced fat consumption, com- 
bined with 
tion” vegetable and other un- 
saturated fats for animal fats 
the diet, was recommended the 
Committee possible means 
minimizing atherosclerosis and the 
risk “heart attacks and strokes”. 
The Committee considered that 
current knowledge sufficient 
warrant general statement re- 
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the relationship diet 
strongly 
that medical guidance 
any individual before 
alter his dietary fat 
ontent, and emphasized that fat 
eduction probably greatest 
(a) the overweight, (b) 
nose who have already had 
attack stroke” and (c) 
with family history suggest- 
susceptibility atherosclerosis. 

The Committee 
yet final proof that 
measures can influence the 

rterial disease and their clinical 
There are many 
‘actors that influence the develop- 
ment atherosclerosis, some 
which, such age, sex, heredity 
and hypertension, are obviously 
unrelated dietary fat intake. 
was also emphasized that moderate 
amounts fats, particularly those 
containing appreciable quantity 
polyunsaturated fats, are neces- 
sary for good health and nutrition. 
Fat economical and, limited 
amounts, wholesome food. Food 
faddism any sort should 
avoided. 

Despite the absence definite 
proof that fats play causative role 
atherosclerosis, evidence from 
many countries suggests relation- 
ship between the amount and the 
type fat consumed, the level 
blood cholesterol and the reported 
incidence 
Dietary measures may 
directed towards the lowering 
premise that this may minimize 
the development extension 
and hence reduce 
the risk “heart attacks 

Several methods lowering 
cholesterol have been sug- 
vested date, but the 
was confined the role 
factors this regard. One 
the two dietary measures recom- 
for this purpose was re- 
the amount ordinary 
iat the diet, thereby reducing 
the total caloric intake well. 
persons the reduction 
body weight this means may 
beneficial any effect may 
blood cholesterol level. 
second dietary measure ad- 


vocated the Committee involves 
qualitative alteration particular 
types fat the diet without 
necessarily changing 
caloric intake. Not all dietary fats 
have the same effect 
cholesterol. the diet usually con- 
sumed this continent, large 
proportion fat saturated 
type which tends increase blood 
cholesterol concentration. Satur- 
ated fats are largely animal 
origin, such foods whole milk, 
cream, butter, cheese, and meat, 


but they also occur such veget- 
able products coconut oil and 
chocolate. contrast, fats poly- 
unsaturated type, particularly those 
cause decrease blood chol- 
esterol levels. Foods containing 
generous polyun- 
saturated fats include such natural 
vegetable oils soya, cotton and 
corn oil, and the oils fish fat. 
substituting such polyunsatur- 
ated fats for substantial portion 
(Continued page 43) 
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the saturated fats the diet, 
attempt may made effect 
appreciable lowering the blood 
cholesterol concentration. 


concluding its report the 
Committee observed that further 
‘ntensified research into the causes 
atherosclerosis 
will essential obtain more 
complete and accurate information 
apon recom- 
nendations for prophylaxis and 
therapy can based. 


FLUORESCENCE TEST 
FOR SCREENING 
MALARIA SUSPECTS 


new diagnostic test based 
the fluorescent antibody technique 
may greatly simplify the screening 
suspects for malaria. Tobie and 
Coatney the National Institutes 
Health, Bethesda, Md., told the 
ninth annual meeting the Am- 
erican Society Tropical Medi- 
cine and Hygiene, Los Angeles, 
that the new 
represents the first 
stance which human malaria 
parasite, Plasmodium vivax, has 
been viewed this method. 


order evaluate the pro- 
cedure, they tested blood smears 
volunteers 
known harbour the parasite. 
Under the 
scope, each specimen the pre- 
pared parasite stood out clearly 
from the rest the field. Using 
the same procedure, they were also 
able visualize the parasite 
monkey malaria, Plasmodium cyno- 
with the same 
clarity detail. 


The picture presented under the 
fluorescence microscope such 
that may possible for photo- 
electric cell detect the parasites. 
The possibility feeding slides 
individual test specimens through 
electronically controlled auto- 
matic scanning microscope for the 
detection parasites large-scale 
surveys now being explored. 

The investigators cautioned that 
their studies were still pre- 
liminary nature and that many 
technical difficulties remain 
solved before the goal simple 
mass screening tests 


achieved. Medical Tribune, No- 
vember 28, 1960. 


THE TREATMENT 
“RHEUMATIC” 
ARTHROPATHIES WITH 
“LIBRIUM” 


Although mainly used 
psychotherapeutic agent, Librium 
has recently been reported value 
the treatment painful condi- 
tions arising 
cervical and lumbar degenerative 
disc disease and “related condi- 
reporting their experi- 


ence 109 outpatients, von 
Rechenberg and Spiegelberg 
weiz. med. Wchnschr., 90: 1121, 
1960) state that these pa- 
tients the treatment has been 
insufficient length and for various 
other reasons was not considered 
adequate for valid assessment. 
Among the remaining 75, the re- 
sults were “excellent” 27, “good” 
12, and “moderately good” 
another 12. particular 
interest that the largest number 
(Continued page 44) 
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good results was obtained those 
with “cervical syndromes and allied 
conditions”, whilst the poorest re- 
sults were encountered patients 
with spondylosis and “other pain- 
disorders” the lumbar spine. 
patients with myalgia and 
muscular cramps, six were com- 
pletely relieved and four were 
moderately improved. Although 
severe side effects were not ob- 
served, excessive relaxation 
muscle tone produced sensation 


heaviness and ataxia resembling 
drunkenness several patients. 
Eight patients complained gen- 
numbness and few were 
excessively sleepy the mg. 
daily dose; they improved when 
the dose was reduced mg. 
per day. 


Note. Uncritical and 
uncontrolled assessments thera- 
peutic agents, based observa- 
tions groups patients suffer- 
ing from mixed bag distinct 
and unrelated disorders, can lead 
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non-valid and misleading con- 
clusions which not justify un- 
qualified acceptance. 


SUCCESSFUL SYNTHESIS 
ACTH 


The synthesis 
ACTH, 100% biologically active, 
has been performed team 
chemists. The synthetic hormone, 
largest protein-like molecule 
reproduced synthetically, was con- 
structed from natural amino- 
acids and has molecular weight 
3200. Research was directed 
Klaus Hofmann, Ph.D., chair- 
man the School 
Biochemistry 
though the full significance the 
achievement difficult predict,’ 
Dr. Hofmann said, “it possible 
that could help clarify the 
functions the pituitary gland, 
will allow medical scientists 
work with pure ACTH, and 
could lead understanding 
how the pituitary gland stimulates 
the adrenal cortex produce 
cortisone and other important 
steroid hormones.” import- 
ant result the 
cedures leading ACTH syn- 
thesis that the techniques 
developed can now used 
modify the natural structure the 
ACTH the hope achieving 
medically important results. 

Biological assays the new syn- 
thetic, conducted independently 
Dr. Joseph Fisher, the Armour 
Pharmaceutical Co., verified the 
Pittsburgh team’s results. 

Production synthetic, biologi- 
cally active 
seven years research the 
University Pittsburgh and 
years investigation scientists 
throughout the country. Beginning 
1953, the Hofmann team started 
building molecules from individual 
natural aminoacids, and last year 
succeeded synthesizing the 
alpha-MSH molecule (alpha mel- 
anocyte-stimulating The 
molecule, however, only 


1/1000 the adrenal-stimulating 


activity natural ACTH. 

Synthesis the new fully active 
molecule verified postulate 
Paul Bell, Ph.D., Lederle Lab- 
oratories, that the key the bio- 
logical activity ACTH resides 
within the first aminoacids 
the Tribune, 
December 12, 1960. 

(Continued page 46) 
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HISTOLOGY SYNOVIAL 
TISSUE BEFORE AND 
AFTER PHENYLBUTAZONE 
THERAPY 


Ganter and co-workers designed 
study determine alterations 
the histological pattern syn- 
ovial tissue after administration 
phenylbutazone (Arthritis 
Rheumat., 445, 1960). The latter 


was administered 
articularly into knee joint 
single dose 600 mg., orally, 
600 mg. daily until the biopsy was 
performed. Biopsies were obtained 
controls and days after 
the start therapy. 

tained patients with either 
rheumatoid arthritis osteoarthri- 
tis. Synovial tissues were examined 
utilizing the following histological 
toluidine blue, periodic-acid Schiff, 


“Are the xanthines effective 
ANGINA PECTORIS?” 


(Abstract the paper with above title) 


favorable response was unequivocally 
demonstrated with aminophylline when 
administered intravenously angina 
pectoris patients. sharp contrast 
the author, noted for his original con- 
tributions cardiovascular research, 
found oral administration ineffective 
all patients tested. This suggested that 
the failure was correlated with sub- 
threshold theophylline blood-levels ob- 
tained with oral administration. 

20% alcohol-solution theophyl- 
line (Elixophyllin®) has been shown 
provide blood levels comparable 
those obtained with I.V. administration 
aminophylline. This oral prepara- 
tion and placebo (identical appear- 
ance, taste and alcoholic content) were 
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Reprint Dr. Russek’s paper abstracted above re- 


tested the electrocardiographic re- 
sponse obtained and double-blind 
clinical evaluation. 

The author reported: “In the light 
these findings, conclusions derived 
from animal experiments which have 
classed theophylline ‘malignant’ 
coronary vasodilator must rejected 
for man.” Elixophyllin administered 
orally patients was effective 
only control symptoms but its 
modifying action the electrocardio- 
graphic response standard exercise. 
The efficacy this preparation based 
the rapid absorption and attainment 
high blood levels made possible 
the vehicle employed.” 

(Russek, I., Am. Med. Sc. Feb., 1960) 


Windsor, Ontario 
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Alcian blue, elastic tissue and 
methenamine silver. Sections were 
studied without knowledge the 
clinical diagnosis, the route ad- 
ministration the medication, 
the nature the biopsy, 
whether was control post- 
medication specimen. Comparisons. 
were made with reference fibrin 
and fibrinopurulent material, ap- 
pearance and thickness synovial 
lining cells, edema, stromal hyalini- 
zation, inflammatory cell types and 
their distribution, vascular altera- 
tions and other 
might delineated with the 
special stains. 

Despite clinical relief symp- 
toms most the patients the 
time rebiopsy, constant histo- 
was demon- 
strated. This was true for both 
methods administration 
phenylbutazone for both rheuma- 
toid arthritis and osteoarthritis. 


ROENTGENOLOGICAL 
FEATURES ANKYLOSING 
SPONDYLITIS AND 
RHEUMATOID ARTHRITIS 


part larger investigation 
similarities and differences be- 


‘tween rheumatoid arthritis and 


ankylosing spondylitis, Dilsen and 
associates have made roentgeno- 
logical study the spine, symphy- 
sis pubis, sacroiliac and manubrio- 
sternal joints 100 patients with 
each these diseases Arthritis 
Rheumat., 441, 1960). 

patients with ankylosing 
spondylitis had some roentgeno- 
logical changes the spine. Sacro- 
iliac joints were moderately 
severely involved 100% the 
patients with ankylosing spondyl- 
itis, but only 25% those with 
rheumatoid arthritis. Changes 
the latter group were minimal 
moderate, and none had complete 
sacroiliac fusion. 

Changes the symphysis were 
found 62% the spondylitic 
group, compared with 17% the 
patients with rheumatoid arthritis; 
and the case spondylitics, 
had complete fusion, whereas 
the rheumatoid group there was 
obliteration the joint space. The 
same was true for the manubrio- 
sternal joints. 

striking difference between 
the two groups was the in- 
cidence and degree paraspinal 
calcification. This was present 
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90% the spondylitic patients, 
most whom was severe 
moderate. contrast, only 16% 
the rheumatoid patients showed 
this, and only very minimal 
degree, and localized. 

Another marked difference be- 
tween the two groups was the 
various pelvic changes, including 
whiskering, osteitis, and soft tissue 
calcification. These were present 
46% the spondylitic patients but 
only those with rheuma- 
toid arthritis. 

Bambooing and squaring were 
present 72% and 63% respec- 
tively the spondylitic group, but 
none the rheumatoid group. 
Apophyseal changes the cervical 
and lumbar spine were also more 
frequent and more severe the 
spondylitic than the rheumatoid 
group. 


1960 MORTALITY TREND 
THE UNITED STATES 


Despite poor start, 1960 proved 
good health year for the 
American people, according the 
statisticians the Metropolitan 
Life Insurance Company. Record 
low rates were established for in- 
fant and maternal mortality and for 
tuberculosis. 

The death rate the United 
States for 1960 estimated 
9.4 per 1000 population, the thir- 
teenth year succession register 
rate below per 1000. The 
mortality rate was the same that 
for 1959 and above the 
However, for the first three months 
the year just ended, the death 
rate was higher 
comparable figure for 1959, reflect- 
ing the widespread prevalence 
respiratory diseases. the 
end however, the unfavourable 
experience the early months had 
been virtually offset. 

Infant mortality 1960, for the 
first time, dropped below 26.0 per 
1000 live births. The previous low, 
26.1 per 1000 live births, was re- 
corded 1956. The mortality 
incidental childbearing likewise 
set new low record. There were 
only about deaths for every 
10,000 live births 1960, appre- 
ciably less than half the rate 
recorded only decade earlier. 

The continued decline the 
death rate from 


another favourable aspect the 
health record. appears that the 
mortality from this disease the 
United States will about per 
decade, the tuberculosis death rate 
has decreased more 
thirds. 

Poliomyelitis cases fell sharply. 
About 3200 cases the disease 
were reported the United States 
during 1960, compared with 8425 
1959. The number cases re- 
ported 1960 was appreciably 


capillary syndrome, 
associated with hemorrhage. 
actually serves signal the 
threat 


Correction abnormal capillary 
fragility the possibility 
hemorrhage, 
enhances the efficacy established 
therapeutic 


C.V.P. diminish abnormal 
capillary permeability, fragility and 
hemorrhage acting maintain 
and restore the integrity 
capillaries. 
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smaller than the total for any year 
since the Salk vaccine was intro- 
duced 1950-54, before 
the Salk vaccine, there was 
average approximately 39,000 
poliomyelitis cases year the 
country. 

The principal communicable dis- 
eases scarlet 
fever, whooping cough, and diph- 
tremely low death rates. the past 
five years, the combined annual 
mortality rate for all four these 
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diseases has been less than per 
100,000 population. 

The death rate from 
and has been con- 
siderably higher level 
four years than the period im- 
mediately prior 1957. 1960, 
the mortality from these diseases 
was about one-fifth above the rate 
32.5 per 100,000 recorded 
1959, the statisticians estimate 
the basis preliminary figures. 
The rise reflects the elevated pneu- 
monia and influenza death rate 


nples and literature 


the first quarter 1960; the 
spring and summer months the rate 
was lower than the year before. 

appreciable change occurred 
between 1959 and 1960 the 
death rates, from diseases the 
heart, arteries, and kidneys, which 


account for more than half the total 


mortality the United States. This 
rather surprising because rise 
the prevalence the respiratory 
diseases usually results higher 
mortality from the cardiovascular- 
renal diseases. 


the 
citrus 
compound 
with ascorbic 


Similarly, the death rates from 
cancer and from accidents were 
approximately the same levels 
1960 the preceding year. 

expected that further pro- 
gress will made during the 
1960’s reducing the toll pre- 
The major problem 
gain additional control over 
the chronic disorders middle and 
later life, which constitute the 
dominant causes sickness and 
death. The large volume re- 
search now progress these 
conditions gives hope that substan- 
tial advances will made the 
coming decade. 


INTERNATIONAL 
SYMPOSIUM 
STEREOENCEPHALOTOMY 


International Symposium 
Stereoencephalotomy 
Surgery been organized 
the Cerebral Stereotaxic Institute 
Temple University under the 
direction Drs. Spiegel and 
Henry Wycis and will pre- 
sented the Temple University 
Medical Center, 3401 Broad St., 
Philadelphia, Pa., October 11, 
1961. The morning session will in- 
the presentation many 
phases stereotaxic surgery 
well-known authorities from 
France, Germany, and Sweden 
well from the United States. 
During the afternoon session Ex- 
trapyramidal Disorders will dis- 
cussed distinguished investiga- 
tors from Brazil, Germany, Great 
Britain, Japan, Spain, Switzerland 
and the United States. There will 
exhibit stereotaxic ap- 
paratuses. There registration 
attendance fee. 

Inquiries should sent Dr. 
Henry Wycis, 3401 Broad 
St., Philadelphia 40, Pa. 


ADVANCES MEDICAL 
TECHNOLOGY, 1960 


Engineering developments and 
techniques that became available 
for medical application one way 
another during 1960 included: 

Development simple, eight- 
part stapling device that enables 
the surgeon connect severed 
blood vessels rapidly with stainless 
steel staples. 

apparatus, dubbed the “kid- 
ney cooler”, which refrigerates and 
preserves human kidneys during 
surgery those organs. The kid- 

(Continued page 50) 
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ney function, which deteriorates 
rapidly temperature 
when blood supply interrupted, 
thus preserved until circulation 
restored. clinical tests the 
kidney cooler allowed least twice 
the amount time formerly re- 
quired perform operation. 
reduced the blood loss and the 
amount blood present the 
area the operation. 


heart-lung machine that auto- 


matically holds blood flow rates 
desired open-heart surgery. 

system x-ray fluoroscopy 
that utilizes the television image 
tube deliver fluoroscopic image 
brightness 1000 times 
greater than currently obtained and 
that drastically reduces the amount 
radiation exposure the patient. 
The new method enables entire 
teams consulting physicians 
view the diagnostic x-ray images 
normally lighted room through 
device that resembles console- 
model television set. 


SUSTAINED 


BITABS. 


The the “spots” 


One-third the medication 
the matrix and avail- 
able upon ingestion. 
The balance the medica- 
tion released from enteric 
coated “spots”. 
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“bumps” inherent 
other sustained action 
preparations. 
Ask the Bitab Man about 
drugs available Bitab 
form. 
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Japanese camera that photo- 
graphs the inside the human 
stomach. The camera, the size 
the tip index finger, can 
photograph ulcers, gastritis and 
stomach cancers, and aid estab- 
lishing more accurate diagnosis 
stomach disorders. 

device that accurately controls 
the rate and flow certain fluids, 
blood and drugs. delivers pre- 
cisely measured quantities fluid 
over specific time periods and 
especially appropriate adminis- 
tering medication infants, old 
people, and the seriously ill. 

new psychiatric study device 
that permits 200 medical 
students observe interviews with 
neurotic and psychotic patients 
closed-circuit television system. 
considered superior the use 
the conventional one-way view- 
ing mirror. Students, seated 
well-ventilated and softly lighted 
conference room, have the benefit 
two-way participation and note- 
taking during the interview. 

electronic digital computer 
that assists the search and corre- 
lation larger quantities clinical 
data. The process permits the re- 
cording and storage medical 
data ranging from the most precise 
laboratory values the informative 
impressions the physician 
well all supplementary labora- 
tory data concerning the patient. 

unique monitoring device, 
adapted standard diagnostic instru- 
ments, helps physicians tide acutely 
ill patients over crises. 
instruments specially equip- 
ped unit makes possible moni- 
tor simultaneously changes blood 
chemistry, fluid balances, blood 
pressure, and other suddenly oc- 
curring chemical and physiological 
events that demand immediate 
recognition and correction. 

highly sensitive, automatic 
detector that can moved over 
the entire body patient map 
and measure the distribution 
gamma-emitting isotopes bone, 
valuable aid early diagnosis 
some forms bone cancers. 

artificial kidney that perfuses 
blood through column 
synthetic resin and selectively 
removes potassium, ammonium, 
calcium and magnesium more 
swiftly than standard devices now 
use. 

eye-camera device, fitted into 
helmet, that records precisely 
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where patient’s eyes are focused. 
not only valuable aid for 
studying certain visual defect, but 
also used for studying the focus- 
ing patterns automobile drivers 
and students effort deter- 
mine how their visual alertness 
might improved. 


electronic device, called 


accelerometer, being used 
aid the diagnosis and treatment 
Parkinson’s disease. Taped 
one the patient’s extremities, 
can test the amount tremor 
present. Combined with other 
instruments, can per- 
manent, accurate, objective record 
the onset disease and 
during its development and regres- 
observations. 


the 50,000 doctors who own electro- 
cardiographs ... you already have the 


Photomotograph? 


Hypothyroid 


thyroid patient the tracing was taken with 
Burdick Electrocardiograph although any 


with Burdick FM-1 


necessary recording 
for deter- 


PHOTOMOTOGRAPH SCALE 


standard ECG may used. The entire procedure the 
patient, connecting the Photomotograph the ECG, tapping the Achilles 
tendon, checking the results takes only few minutes. 


The measurement and interpretation the tracing are- not difficult. 
The technic may readily mastered and the results are reliable. 


Investigate the Burdick Photomotograph. Your local Burdick dealer 
will gladly demonstrate the unit for you your convenience and give 


you complete information. 
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technique, using radioactivity 
and detector similar Geiger 
counter, has been perfected 
measure the coronary blood flow 
through patient’s heart. When 
applied the chest wall over the 
heart, will allow physicians 
identify hearts diseased with coro- 
nary artery arteriosclerosis before 
heart attack. Present methods diag- 
nose this type disease only after 
the heart suffers permanent dam- 
age. 

electronic computer can de- 
termine cardiac energy norms for 
the first time and provide new 
guides safe activity levels for 
heart patients. provides means 
recording immediately and con- 
tinually the simultaneous oxygen 
blood pressure, heart rate and ex- 
pired carbon dioxide person 
various degrees activity. 

fluorescent microscope de- 
signed help the physician make 
accurate diagnosis certain com- 
municable diseases within minutes 
after the patient comes his office. 
Most promising for the near future 
effective use three situations 
where fills important needs: tag- 
ging rabies animals, the re- 
liable diagnosis syphilis, and the 
quick detection streptococci 
from throat swabs, thus providing 
opportunity for 
prevention. 

method record instantane- 
ously the time taken for blood 
circulate between the carotid artery 
the neck and number points 
the brain. provides im- 
proved approach the diagnosis 
and surgical treatment several 
common diseases the brain and 
its blood vessels. 

which records the 
electrocardiogram the fetus prior 
and during delivery. Any change 
the heart rate the fetus during 
delivery may inform the attending 
physician must act pro- 
tect the unborn child from oxygen 
News Release. 


KAROLINSKA’S 150TH YEAR 


The 
Stockholm celebrated its 150th 
anniversary with specially 
arranged anniversary 
gram that began November 29. 
Among the distinguished speakers 
were the following from Canada 
and the United States: Drs. Charles 
Best Toronto, Francis 
Moore and Walter Bauer Boston, 
and Irving Wright New York. 


dysfunction 
Achifles tendon reflex test. 
augment your 
diagnostic armamentarium 


